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ENVIRONMENTAL PHOTECTION
AGENCY

20 CFRPart 773 SR
| (OPTS-47004; TSH-FRL 1809-7] -
Dichloromethane, Nitrobenzene and 1,

., 1-Tﬂehloroou\ane: PrOposedTut )

Rule

 AGENCY: Envxmnm’ental Protectxorr
Agency (EPA}.
AcTiON: Proposed rule:..

SUMMARY: EPA is proposing that - -

_  manufacturers-and processors of

- thig preamble:-’ *
ADDRESSES:. Please address ynur
comments. tos Document.Control Officer, -

" - Offics of Pesticides-and Toxic -

dichloromethane; nitrobenzene, and' 'f
1.1;1-trichloroethane test-these - , "~ -
chemicals for health and enmonmental

. effed& The lnteragency'l‘eshng

ded-th

that thuo
chemxcals be given prierity> ., ;.
consideration for testing by EPA. EPA
has-considered theneed to test these:
chemicals and has thade the necessary-
statutory-findings to require: testing: The_
rule would require manufacturers and .
. processors to test these:chemicals.. |
accordingto test ltandardsEPA has
adopted. - _ -
DATES: Please sﬁhnni'written* connnents
‘on orbefore August 30,1981.The  __ -
- comment period for this rule is- longer -
than normal to permit cpmmenton the -

-7

application:of environmental test— .-+~

standards scheduled to-be pubhahed ir-
July 1981 EPA will hold a public.

. meeting for this-rule: urWashmgtom D+ Intmgencrﬁshns
For further information on arrangingt0 _ _ recommend to.EPA & list of chemicals to ~ tmake the statutory findings. They will -

speak at.the: mecungswsecﬁm X of

- chemical substances This.program’

v Admxmstrator of the Environmeéntal ™

- standards for the develo

implements section 4 of the Toxic- -

. Substances Control Act (TSCA. Pub.!.

94-469,.90 Stat. 2003, 2801) which. .

~reflects the U.S. policy -

that adequate-data should be developed wltk

respect to the effcct of chemical substances..
and mixtures on health and the environments

and that the-development of such dmﬂmuld.

be-the respmmhlmy of '.ho'::b w;n !

z(hl(l)l-
Section 4 of TSCA authonze: tﬁ&

! Protection-Agency (EPA) to-require -
* manufacturers-(including importers} and
“'proceseors of identified chemical.-
- substances-and mixtures to test the-
. chemicals inaccordance with apphoubl
_ 'EPA‘test rules [section 4 (a}and (b)]..

. TSCA requires that each section-s(a) -
- test rule: identify the chemical” :
substances and mixtures for wluch
testing is being required, provi

ment of tm -
data, and designate deadlines for the-
submission- of-data developmentin -

- response to' the rule [section 4(b){1)}:. -

Inordarforeqmrethatackemiml

* “tasted, the EPA. Adminiatrator miat— 2. -

b%cansnﬂmd‘fortesung. The I[TC may -~

2 designate up to 50'entries at any one- - ;

* time for priority consideration by EPA.
- At therpregent time the list contains 45 ~

Management Sapport Division, fES=793). . .. designations. TSEA requires EPA:fx..:::

Substances, Environmental Protection ™"
Agency, 401 M St.SW.. Washmgton. DG
20460;

Please mchde the doeument contr.ol

- . number OFFS—470000n al! of yout

comments. ~ B
FOR FURTHER INFORMATION. com’Ac‘P .
John B. Ritch, Jr., Industry Assistance- .
. Office. {TS-798), Officeof Toxic . = -
Substances.Environmental Protection -
Agency, Rm 511 East Tower, 401.M St.
SW.. Washington, DC 20460, Toll-free: .
{800424-0085), In Waghington, D.C.: _
(544-1404), Outside the USA:.
(Operator—~202-544-1404).

The support documents referred to in
this preambl¥ are available on request
from the.Industry Assistance Office.

SUPPLEHENTABY INFORMATION: -
" L Introduction- - :

This proposal is-part of an ongoing ‘ '-.
EPA program to require-testing of

e, -

"\ address listed abave, explain EPA's..

respond to such designations within Iz
months of the-date they are made either
by initiating rulemaking under sectionr. =
- 4{a) orpublishing in'the i‘odetalkegptet

a require teating for other effécts
- recommended for testing by the ITC.

'prepm the first test mle package; and _

- ‘The Agency’s first proposed test rule-
package. published in the Federal.
"~ Register of July18, 1980 {45 FR 48510),
discusses: the implementation of section
: 4 of TSCA and several general issues _
which are applicable to today s test rule.
- The issues of particularinterest are: the .

.. .- Agency's position on existing or - .
. required test'standards; the effective

pel!od of ‘a rule; testing responsibilities; .
" exemptions; reporting requirements and -
deadlines for subchronic, reproductive -
and teratogenicity health effects testing; . -
and the Agency's policy regarding. —
selecuon of teotsubstannes fortest - |

comments on these issues

e

: arenot bemg sohcxted today. EPA 'mll _

. an

" these issues msofar asthey apply to
'. tutmg proposed in today’s notice.

~: 7. In response to-concern about the time

and: level of resources required to

irelight of a caurt decision finding.

inadequate EPA’sreasons fornot . " _

pmposmg test roles within 12’months of
certain ITC recommendations.

make three findings relating to the - theAgency bas substantially changed -
chemical's:risk orexposure potenﬁaL" ‘its-approdch to promulgating test: ruIes. -
the insufficiency of data available to:..": -'sThe new approach involves a more
EPA. and the need to test. These< * - péstricted literature search and the
‘findings are explained in subsequent . . development of less detailed support
sections of this preamble:. - documexfx;s. tg:ppgn documen;s will be:
.\ .- Section 4(8)of TSCA established am:- ;. written for the sole purpase of setting: .
e Committee (iTC} fo:..~. fortie the'technical analysis neededto .~ =~ -

. notattempt to provide.a comprehenswe

. asgessment of the chemical or a review

that chemical.
A Expl'unuaan of Secuon 4 a}{I }(A]
E'mdmgs :

- Section 4(&) provxdes the
Admimstrator of EPA two.

reasons.for not initiating rule ingg. ~

Today under section 4(a), EPA:is«.
- propeding health and environmental’ :
effects testing requirements for three..
“chemicals: dichloromethane (metliylens.
- chloride), 1.1.1-trichloroethane (methyl:;
chlomform) ‘and:nitrobenzene. Today's:

. ITC recommendation that the-Agency . *
initiate rulemaking. for thss. three . __
chiemicals. These proposed rules;© 7

" however, do not require testing for all~
effects recommended. by the ITC. This -
notice and accompanying Support
documents, which are available from the
EPA Industry Assistance Office at the- ~

basis fof believing that the required
‘findings can be made for, certain eﬁectx
and its’ reasons for not pmposmg to--:

'manufacturem and processors to test
chemicals that may be hazardous to

. human health or the environment. The
first means for requiring testing is a set

: mformnuon about the
. notice constitutes EPA’s response:tosthe-~ - the'che

to reqmre

of all published literatire pertauung to -

of legal findings thatis hasalon

ndings}. second is 4 set of findi
based on information shawing L
stantial producti jal - J
UM osure of envi
relegge of the chemical [section
s].
Section ‘4(a)(1)(A) aulhonzes EPA to -
_require testing of a chemical substance

_ to.develop health and environmental

data if the Agency finds that:
(1)(A){) The manufacture, distribution
in commgrce. processing, use, or
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disposal of a chemical substance or -
mixture.-r that any combination of such
activities. E{

isk of injury to health or the -
environment. : o

(i) There are in%dént data and
experience upon which the effects of

A#lsuch manufacture, distribution in

2

" chemical (1) may E“?E a hazard. (2)
may present a risk, an may present

combination of such activities on heaith

" ar the environment can reasonsably be

determined or predicted, and
(iii) Testing of such substance or
mixture with respect to such effects ig

‘n ary to develop such data. ~ -
" This alxscussxon SUMMarizes briefly

EPA’s approach to each of the findings
EPA must make before requiring testing:
under this provision. A more detailéd- -
explanation of EPA’s rationale for
interpretation of the finding is included
in EPA's first proposed test.rule
published in the Federal Register of Jul
18, 1980 (45 FR 48528). :

S onab,
EPA uses the term "risk™ to include
h 3 @ potenti. ing
this finding involves a consideration of
several factors, namely, that the

4an unreagonable .
will consider a variety of factors .

to suggest the potential health or

-environmental hazard of a substance.

Such factors may include evidence on
one adverse effect which may suggest
that another adverse effect may occar,
knowledge of a chemical’s physical and
chemical properties, structural :

" relationships to other chemicals with

demonstrated adverse effects, data from
inconclusive tests, and case history
data. . . N :

in determining that a chemical may - -
present a risk, EPA must consider both

" .the potential hazard and the potential

"about exposure potential.

for human or envirormental
However. section 4{a}(1)(A) foruses on
those situations in-which EPA hasa
basis for suspecting toxicity, and -

reflects the fact that a potential for risk  4{al(1)(A}ii) findings is the
ete that existing inf

may be significant even when exposure
is low. Therefore, to make the “may
present a risk” finding under section - -

4(a)(1)(A), it is sufficient for the Agency il

to show that there is a reasonable
likelihood that exposure may arise
because of activities associated with the
manufacturing, processing, distribution,
use or disposal of the chemical. Where
monitaring or other specific exposure
information is unavailable. the Agency
will rely upon reasonable conclusions
igves that the finding that a
u e ma ona

' unreasonable risk.

in EPA’s approa

5
7

the potential severity of h m the
chemical against the effects of the
_rn—a'sﬁar%ﬁ acfion on the -
avm'!a'g'ﬂi% of Eéeﬁé of Ee chemical..
1tis clear that Congress intended the

stringency of this test to vary according
to the nature of the action. EPA has

proposed pursuing the following policy

- \commerce. processing, use, or disposal” . for the purpose of section 4(aj(1){Al(i).
of such substance or mixture.or of any

If there is substantial evidencs that
exposure to a chemical may lead to a serious .
health effect, including a possible increase in
mortality, or adverse environmental effects,
and that humans or the eavironment may be
exposed to the chemical, EPA will presume -
that the activities in question (manufacturing,
processing, using, disposing)
“may present an unreasonable risk™ unless
the rule is likely to result in a signi  loss
to society:of the benefits of the substance. In
the latter instances, if EPA’s analysis shows-
that the costs of testing may cause
manufacturers or processors 10 ceass or
sever;lﬂ'l mt:ictm.lhair ommerdial activities,
EPA will weigh po al adverse impact
against the benefits. of testing before
presuming that the chemical may presentan

See EPA’s first proposed test rulg
published in the Fedéral-Regiate
18, 1980, (45 FR 48528}, fo
discussion of this subject. .
ufficiency of data. The Mtal-step
to this finding is to
determine whether studies have been
done for the effects under consideration.
This effort mainly involves review of
existing literature. Next, EPA criticaily
evaluates the design, execution and
results of each relevant study to."
determine whether the study alore, orin
conibination with others, provides
sufficient data to assess the chemical's -
hazards; that is, does the availa
information prgvide the basis g .
ing the hazard component of a'
Me_cﬁ'g“mm—
Jo3 MO presext an Gireasonable dak?
When this analys W aotem

ysis em

at-N

sure. conjunction with the determination that

the chemical may present an

unreasonable risk, the cgmbined effect
of the sectiop 4{a)(1}(Ali] anc

Dl ok e o et

determination that existing
is sufficient tg raise the g of ]
[potential riskbut insufficient to regolye

%é_gm-nnmmmmﬂ:“x_iﬁ%g_
tudies mee t EPA test standards
;}1' EEEX'YOEE‘ EEce%teg as @mfent. In
deciding whether it is necessary to seek

further testing-for effects for which some
data exist, EPA has considered such

IS ts of obtainin;

i e
i ood that additional testing would
resolve-any uncertainties, thie cost and
economic impact of new testing, the

risk contemplates a process-of bajapcing  nature of the effects of concern and the )

likely importance of those eﬁects

relative to others already adequately . . .

characterized, in defining the needs for
control of exposure to the chemical in.
question. When EPA does conclude that
the data are insufficient and more

. testing iz needed, it may be because the-

studies that have been completed have
resulted in equjvocal resuits. or beca
the exis di er of or

ad quality, do not furnish eno ’
information e .
magnitude o?risE to po %aﬁons that are
T ma or to

e e chemi
estimate a level below which the risk
can be reduced to-a reasonadle level, -

previous determinations that there are
insufficient data and experience to

- reliably determine or predict the

chemical’s effects and, where EPA is
proceeding under section 4(a){1) (A},
that there is a basis for concern as fo the

- possibility of such risks.

In addition, the Agency must take into
consideratiomr ongoing testing of‘a
jchemical in'determining whether

' / additional testing should be required. In *
_ order to do that, EPA examines the
protocol and any interim data results of

each relevant ongoing study known to

. - the Agency to decide whether the study

is likely to produce data which would"
obviate the need for further testing. The
same considerations used by the Agency

_ in evaluating whether there are
 sufficient data and experience to assess

the chemical have been used to evaluate
the adequacy uf sngoing testing. Where.
EPA concludes that the ongoing study is
likely to meet its needs, there is no need
to require additional testing. However, if
the final data uitimately generated by
the ongoing study do not-allow EPA to
carry out a reliable risk assessment, -
EPA at that time will reconsider its
decision not to propose a rule for the R
effact inder consideration. Where EPA’s
review of an ongoing study indicates
that serious defects in the design or .
execution of the study already exist, and
are likely to prevent an adequate
assessment of the risk upon receipt of
the final data, EPA may propose
additional testing immediately. - -
After concluding that there is'a need
to develop data, EPA musta g(i; evalpate
whether testing is capable of developing -
e DECESSATY injo
Agency finds that a

e
chemical may pose

' arisk from a particular effect, and that

there are insufficient data and .
experience, EPA cannot require a
chemical to be tested if no testing

" methodology exists which would lead to

the production of the necessary data, or
if, for example, a suitable cohort for an

Necessity for testing. The first aspect @
6 argely flow fromthe .

N AP s e v o 0
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épidemioll;gy study:cannot be identified;

The publication-of a generic sectiornr4(a). = sinee they are.manufactured'in, . .-

- test standard for a particulareffect.- - .- - Quantities of hundredsoﬁmiﬂﬁbnzioi
- . constitutes EPA’s finding that tests - - .. pounds.per year. Similarly, large.., :
- . conducted according to that standard:.. ~portionsof the dichloromathane-and.:

--generally are capable of providing. the-.
- needed data. Alternatively, EPAmay -
propose a chemical-specific standard for

a particular effect without addressing-,

-2 "gendric” test st dary _
(B, Explanation'of Section 4(Gj(1)¢Ep"
Indings. T\ i ii L
v~ Section 4{a}(1)(B} authorizes EPA:
Fequire testing of a chemical aubstance!
*- todevelop health and environmental ~ .
- data if the Agency finds that:. - B
" (1){B)(i) a-chemical substance or mixfure is-
- _orwill be produced in substantis} -
- anq (Diten .
N

p tantial,
substance or mixture; - - _
- - (ii} There are j 1 tdaman:}'.t.ﬁ‘.
. -, experienca-upon. which the :of the
manufacture, distribution in.commerce. -

-t a._gnwd.mptheenvirbnmnth-; ==
substantial quantities or (I} there'is.ocmay. :
-~ be siggi human: g

~. tosu

L ing. use, or disposal of such substarica. -

or mm“ho:;j n&y cogbiuaﬁui .
activities an. or the environnrent can-
reasonably bcdgtermined-oe predicted; and:

t_!svelnpsunk.‘-.dat&;—. e e

This discussion sumnitriz&sﬁ;k‘sa ARt i
- approacr to-making the-first of the thres: --
fndings1i

. listed above: Findings 4(a)(1)(B}-
(i) and (iii} are'identical to findings- .-~
4(a)(1)(A) (i} and (iii} which were -

" L1.T-trichloroethame production are

~\the broader question of its application, - ~

- Lli-trichloroethane: i
- 4(@)1)BIG): finding for nitrobenzene was-

findings~ ...

’ deﬁniﬁon.oﬁsuhstantial‘;pmducﬁég

_ employed indispersive and consumer-
uses; resulting.in substantial - vz

:, environmental release and human - - tests- 1 N
* exposure. A:4{a)f1)(A) approach wag-. .. . 'aummazizad,imtkeza'l;b'sequent'aecﬂm; L f

i greater defail in‘the accim

- taken:with.
. exposure to-nitrohenzene ismore. | _

limited thafxitisto dichloromethane and-
however; 2 - ..

mspect.:qmbobengeug’a

made-for-environmentai effects testing. -

C'Easisfatpé.tenn_&mﬁon of Testing. .

Bequirements When Rule is Based on-- . -
* Section 4(a, Findinge™ - ™ :
o m 4 ]w@ C o h e ioftheeﬂémforwh!chteaﬁng'ofoneqr
- . - more chémicals is proposed i this rule- -
- under section-4{a}{1)(B] }

. I;Humanﬁealth'eﬁ'ects—mdcute- o
" toxicity: oral, dermal, and inhalation: - .
- Acute toxicity data’'must be-available-te

The

QP

Because secti;

. “ fimdi ] ; a—ry f‘

© may E'!f sent an unreasonable rigk:to s

.- ‘auman health or the environment. - Rl
4{=){1)(B) findings

discussed in the previons section.~ ;. .~ prodiction.and exposure or release<
o hcpntrast-tni)l;;?m&f:idiggrsqmed- ‘ﬁnwmmdeh oL Ll
:“by sectiors 4a)(1)fA) which requires=: T Agencyuhss-cansidered:avvaﬁefy‘ -
’ E;k-tufconﬁdpttbe‘épc&n'&llgf'c}»:- : of effects:for which it believes data . .. ]
chemical fo:pose:an-urireasonable risks- *"generally are needed to-perform-an.
to human heaith or the: environment; "¥Z"" adequate assessment of chemicals,
- sectiop-4(a)f1)(B}(i} Fequirex EPA o 'wlﬁclrmfoﬁmﬂobavesubstanﬁd_.

EPA:ig not preposing generally- - . -
applicable criteria for making section-
4(a)(1)(B)(i) findings in this rulemaking:

Itis the-Agency’s.vigw that.. . - - =

establishmentof strict numerical ..

definitions of substantial production;. ..
substantial exposure or release; or ..

significant exposure is neither feasiblex .

nor desirable at thig stage-of- - -

implementing section 4 oSTSCA.Rathe:

- itisEPA's intenﬁnn-tmmake-iudmnn. ;

on-these factors on.a case-by-case basi
at least: unﬁl-some.adaitiona'yl_ experience -
is gained. Thie Agency seeks public. -
comments on this approach and any _
suggestions- of criteria that might be .
considered for future rulemaking. Asis
discussed.in the individual chemical
sections. it is the Agency's view that all -
-three chemicals in-this rulemaking .
clearly would meet any reasonable - .

~

he effects were-

. énvi i3 'ses.',A R

: E’}f of &e HE emicals in thig rule-for _,
' which: substantial production-and:
. expasure or release findings-are made

: ethane andit kit -0 7 B

- trichloroethane and environmental. :
- effects-only for nitrobenzene) was then-

" . considered with respect to these effects

of concern, the chemicals’ known and

- expécted patterns of human exposure
-and environmental release or transport,
and available data to identify those -
effects for which EPA-believes findings

- can be:made under section 4(a)(1}(B)(ii).

The likely adequacy of any ongoing .

(health and entironmental-effects for : - -
dichlorom X

“ . testingfor these effects andthe: . .-
~ " the ﬂabm%eﬁim uc’!’é:etmumnimg’ ther

e consi in whet EREERE
o lt,h: se::ii;ou 4(&)[—1)[8)(iijl. nding could .

\ - Thespecific testing bein pra.poeeds 1‘_7..'
for each chemiealandtlﬁgencg'g L

+ reasons for believing that-any existing -

 Support:Documents for this proposed:

specific effects of con’cerxt‘-idenﬁﬁed.by.

- -the ITC but not included in-today’s: - -
- Rmma]s. R M - e
The paragraphs below summarize the :

* Agency’s reasons-for believing that each

is bf concern: -

assess the potential risk of poisc
. duetoa single

* of the chemical substs

i - @dtimates. of the chemical'stoxicity = -

. . relative to that of ather substances, * ¢ - S
.+ ' They may also provide data topredict a -

.- - chemical’s mechanism of toxitity, to-- .

- determine: differences in sensitivity to. _

exposure toany giver - -
" chemical. Tliese studles provide data to T
determinetﬁemedianlethal'dose(mulv‘_f e
) ce and permit - .

N

icale: , se crent. - demonstrate its specifia toxiceffect on.
!pgﬁﬁgg%ects. EPA must use a different. : - : Fellecton.. -
approackt {8 define the effects of concern 7:1‘:39' organs and functions, to b
-',fnrchazncalsonwhichsnbsmntial-fi &3 s ety e -
. the substance among species,.and tor - 7

- comipare toxicities associated with ™~ —~
different routes of exposure. kx addition; "
. acute téstsserveas,range—finding_t’ests. o

to'determine appropriate doses for
subchronic tests, -

" laboratory animals permit an evaluation

b Acutedermallh':’taﬁon;/canbsioa.,- ’
“ Data.indicating the'capacityofa . . o
. chemical ta cause irritation and/op.. - "C..
~ . corrosive effects on the skin of

- of the possible hazards to humans which

may ange-from dermal exposure ta a -
‘substance. This evaluation is used. ta.. .

- guide health and safety practices for the .

handling of a chemical substance. -

injure.the eye:and associated mucous.

- membranes help determine the hazard: .

- of a-chemical substance which o

~accidentally enters the eye, as may - -
occur during handling of the substance.

d. Skin sensitization. Data indicating -

the capacity of a chemieal to inducea-
state of delayed sensitization when it
comes in contact with the skin of

laboratory animals help. determine tife - -
‘hazard of a chemical substance that. + .
.- comes in contact with the skin, such as -

. ¥ G.Acuteeye irritation/corrosion. Data- -
- indicating the.capacity. of a-substance to.-

: areEPA's; . -
_ reasons.for not requiring tests forany- - .° -
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may occur during any activity involving eﬁect of special concern for regulatury
handling of the substance. action in TSCA section 4{f). -

e. Chronic toxicity. Data from chronic
toxicity studies indicate what major
toxic effects to expect from repeated
long-term exposure to the test substance
and what target organs or functions may
be affected. These data may als6 .
provide information on the delayed
effects of chemicals that may be due to
hiaconcentration of test substances or
their metabolities. In certain instances,
the reversibility of these effects as well
as the rate of absorption, metabolism

" and excretion of the chemicals may also -

be determined. Chronic toxicity data.
help determine the hazard of a chemical
substance that is repeatedly ingested,
inhaled, or absorbed through the skin,
such as may occur during any human
activity in proximity to vapors of the
chemical, during handling of the

substance, or when water contaminated
_ witlr the substance is drunk.

£ Mutagenicity. Data from

_mutagenicity studies may indicate the

capacity of a substance to alter (produce
mutations) in the genetic'materials of a

“cell gither at the gene or chromosome

level. Gene or chromoseme mutations
may result in effects that are transmitted
to future generations. Because some-
chemicals induce only one typeof -
genetic alteration, test sequences for - -
both gene (point) mutations and . -
chromosomal abberrations are needed.
Information indicating a mutagenic
consequence is used to assess the

tential of a to
alter genetic mformahon. Congress
indicated that mutagencity was a health
effect of special concern for regulatory
action [TSCA section 4(f})}.

g Reproduction and teratogenic
effects. Data from reproductive and
teratogenicity tests show whether a
substance may affect whether humans
or animals may bear young and, if they
do, whether the fetus or young develop

normally. From these tests, specific datg/

can be obtained which indicate the @~
effects of the substance on pregnant
females and on male and female -
reproductive organs, general

- reproductive performance of both sexes,

fertilization, implantation, embryonic

- tissue differentation and omanogenem.

prenatal growth and functional -
maturation, birth; lactation;, maternal

- care of offspring, postnatal growth, and

survival fecundity. Information - -
indicating a reproductive or teratogenic
consequence is used to assess the
ability of a chemical substance to
produce birth defects or impair
reproductive functions. Congress

indicated that birth defects was a health

h. Oncogenicity. Data:from
oncogenicity studies indicate whether a
substance is likely to produce tumors in
test animals as a resuit of repeated long-
term exposure. Existing tests far
mutagenicity are not adequate for a full
evaluation of oncongenic potential.
Short-term tests are not sensitive to all
classes of chemicals and may not
predict the uncogenic ability of :
chemicals, particularly those which act
through non-genetic mechanism. Thus, -
long-term, repeated-dose testing in -
animals must be performed to throughly
evaluate whether or not a chemical may
be oncogenic. In addition, past
experience with oncogenic studies on _
animals has e&nﬁrmed their useffu]ness
in predicting the oncogenicity of such = -
chemicals as vinyl chloride, aflatoxin,
and asbestos, which are now widely

accepted as human oncogens. Congress
indicated that cancer was a henlth eﬁect
of ial n for regulatory a t
[section 4(f]].

i Neumta:acxty Data from'

neurotoxicity studies are necessary to
provide information on the ability of a
substance to produce acute and chronic
neuratoxic effects. Howevez, TSCA test
standards for neurotaxicity testing have
not yet been developed. Therefore, no
neurotoxicity testing will be proposed
by EPA at this time. -

2, Environmental effects. For the three

chemicals under consideration, the
Agency has determined that all major.
sectors of the environment (i.e.. land.
freshwater, saltwater, air) are
potentially exposed to each chemical;
consequently, effects of concern for the

‘environment include toxicity to
- freshwates, saltwater, and terrcstnal

organisms.

a. Aquatic vertebrates: acate and
chronic toxicity. Fish are of significant
ccommerical and recreational importance

- t0. humans. Some of the species mast

sensitive to toxicant are also of high
economic importance (e.g., salmon,
trout). Data on both saltwater and
freshwater aquatic vertebrates are

' necessary because there are major

physiological differences between
saltwater and freshwater organisms.

" Also, data on both warmwater and

coldwater figh are necessary because

" the sensitivity of fish to a given toxicant

may depend markedly on the water
temperature to which the fish are
adapted.

Anute toxicity data on fish must be

-available to assess the potential risk of

poisoning due to short-term exposure,:
such as might be encountered duriing
spills or near wastewater outfalls, and
to provide data necessary to select dose

levels for long-term {chronic) testing.

- Early life stage or full lifs cycle toxicity

data must be available to determine
potential effects resuiting from long-term

. exposure; the early life stage test covers
.that portion of the life cycle. generaily

shown to be most sensitive to.toxicants
and therefore functions adequately as a
substitute for a full life cycle test.

b, Aquatic invertebrates: acute and
chronic toxicity. Many aquatic
invertebrates are of significant

‘commercial importance to humans. e.g.,

shrimp, clams; oyster. In addition, many
aquatic invertebrate spedes serve asa
food base for higher trophic level

organisms {organisms higher in the food
chain), including commercially valuable
fish and endangered waterfowl. As with
aquatic invertebrates, data on both
saltwater and freshwater aquatic
invertebrates are necessary because .
there are major physiological”
differences between saltwater and
freshwater organisms.

Acute toxicity data on aguatic
invertebrates are necessary to ‘
determine the potential risk of poisoning
due to short-term exposure such as
might be encountered during spillsor . -
near wastewater outfails, and to provide _
data necessary to select dose levels for
long term (chronic} testing. Data from
multigeneration toxicity tests. are
necessary to assess potential effects of
long term exposure.

¢. Aquatic plant loxicity. Algae (free- -
floating unicellular plants} and vascular
aquatic plant life {e.g., seaweed, -
duckweed]} are at the botton of food
webs that suppart all dquatic
vertebrates and much terrestial life. In
addition, many vascular aquatic plants
provide habitats for fish and-
invertebrates and can play an important

" role in nutrient recycling.

Both depletion and stimulation of
aquatic plant life can present significant
enviroamental problems. Decreased
plant'preduction may result in
decreased fish production, while
excessive stimulation of plant growth

~can lead to effects which may decrease

production of commercially important
fish species and decrease the aesthetic
and recreational value.of a water body.
Data on both algae and vascular
plg.nta are necessary because there are
major differences between these -
organisms with respect to phylogeny, -
habitat, uptake of chemicals, and :
‘physiology. Data on both saltwater and
freshwater plant species is necessary
because chemical transformations can
‘be very different in the two media, and
because there are major physiological

. differences between saltwater and
‘freshwater organisms,
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d: Birds and mammals: acute and . carnivorous. birds have experienced. effects and G’oodl.aboratory Pracﬁcas -
chronic toxicity. Birds and mammals- - serious reproductive-effects (eggsheil . for lmalth effects; published in the .
provide. important recreational » - : thinning) resulting from food chain. - _ ‘ederal Register of May 9, 1979(441’8‘
resources orhumamandursvﬂallink& *transport of DDT and other pesticides.. - M).mdahoonwuaand

in maintaining ecological balance. Also, - Humans are also top-level carnivores: . - subchronic toxicity; mutagenic,

with respect to phiylogeny, reproduction,. . chronic.eHects. This phenomenon may: - - Laboratory

and physiclogy. Acute-toxicity' dataon.  occur as-the animal is rapidly using up- Pmnﬁnesnlatedto environmental " e

birds and mammals must be available to iufatmaerves.suchasoccunwhen_.. effachtuﬁngpnbliahedintheredml

assess the potential risk of poisoning . .. salmon or birds migrate. " " Register of November 21, 1980 (45 FR . -
due to short-term exposure toa . - For many chemicals, a féasonable .- . 77333); 'nienoticccovemdtuﬁngfur R
chemical such as might be encountered prediction of the potentialto ~ - _~ - Density/Relative Density, Mel RS
during spills. The acute oral teston - . bioconcentrate can be made by- . * Temperature, Vapar Pressure, Oetamll
laboratory mammals listed under - - determining the chemical’s fat solnbﬂity : Water Pértition Coefficient and Soil” .
Human Health Testing {section: (1)(a]] is relatlva to its watér solubility. The-. . " Thin Layer Chromatography. -—, :
acceptable for assessing the-acute: - - . ~“octanol/water partition coefficient” is: Today's test rule proposes that -~ = "
hazard of toxicants to wild' mammals. ~© &'term used to denote this. mmmg nitrobenzene, and ©
The acute test on birds. lsondinanlya 5- physinochemical characteristic.. Itisa - “1,1,1-trichloroethane be tested for -
day dietary test to simulate natural: measure of solubility in octanal relative. o vy environmental effects. Test . °
osure: If the test substanceiss . .  to.that in water and is usually expressed. -standards Tor these effects werd = -
mtﬂe, a single. otaldose test: isr ~  as-thelogarithm of:the. cnefﬁaant(“log—a .achednled to be published prior to. this’
ally more approp o« Poa™ “Kow"}. The coefficient -has been- m however, publication of-these
o mnintaining nominal concentrations iri.. - . shown to correlate: well.with.ind.imof standards. has been delayed several. /4.-: :
the feed would bed.nfﬂcnlumthcdfetary . bioconcentration determinad from <" - months-and is now scheduled for Jaly -
test. Other toxicity tests mustbe: © . "~ mmmmm 1981. Because of this delay, the commeitt-
performed to test for potential effects’ - - However; for chemicals Wmm‘ pcrio&'&rthh,mlehubeeacchndedto :
90-day subchronic teotonlaboratory " (egs muscle), theI.ogP..,may applicability of the environmentak_
- mammals liste&nnde)xi ﬁmn Hemhfor \mge::a dad Mmg‘faﬁom  standards to this rule.
o 'l'esting (section (1)(e aeceptablc ata are needed.ona e . . _
" assessing the chronic hazard :* - .- organisms becausa bioconcestration: . - - ThaEiP;!A has b‘::i:ﬁm und.tegnlar-
" toxicants tg mvsﬂd mammals. ut):g-tem . potan;ilal v:&:ea dependingon- . . . - P“m[wmm and tamﬁnnalm the: * -.—
testing on s must include - feeding egotiations: A
' repraductive phase of the lifs cycle + ~~  behavior, and mode-of respiration. ~_ -, mﬁﬁfmﬁc‘m Hh;*“

because it is generally themost * Ry 8 O ﬁmm@r.o&e; . davel ofits ch pint- Al

.gensitive to toxdcants. -~ =

~-e. Terrestrial plants. 'l'en'astﬁalphnts terrestrial invertebrates, alteratiomof - “other requiréments-undér TSCA. U.S.

are of obviads importance-to-agriculturs~ ' microorganism functions, and ecosystem m along with those of other OECTY
and forestry. Also; mﬁal;ﬁnm effactsz:No TSCA section 4 test. ¢ member states, have- worked since 1977

- at the bottony of the:food ' web that . standa.vds are available for these effects- - /10 developasreedchemcaltuﬁng :
supports most terrestrial life. Terrestrial * - and therefore no testing for these effects gmdelinea and good laboratory - [
plants may be ex tooecﬁon& ilbeingpmposedbyEPAatthhﬂma. peactices. The Agency places ghigh

- chemicals: rainfall and * e 3 Chemical fate: persistence and -~ - priority on‘these activities because.of
contaminated: in'ignﬁon—watar. . Fransport: Data aretequired for . .~ - benefits both forinternational chemical -

There-are several importantp lmt" ~ environmental persistence aidfor- - - - trade and formore effective health and

fnncuons that may baaffected by - - transport characteristics that playe =~ - - environmental protection. -

toxicants, including’ rootelonggﬁnm’ signiﬂcantroles in governing. dmmeef . hd”d"lﬂns feﬂ 8f8nd81'd! fOf
seed germination, shoot and leaf gromh; fate-in compartments: of the-environment _ section 4, x :
andﬂowenng.lmpammntotanyoﬁ- <. .where exposure to. humans:or other life - 7
these:functions may-result in deathoe: - fnmsi&pouxble_'!‘huqdammm
reduced productivity. Test datx.muatb&: . 1 SN
available to assess potenﬁal effects on- .
e s ot A tential )
oconcentmﬂan major
hazard exists to both the eni'ircz:.;nmt . D.-Test SMM

2 4 — muquumt.nwxnbensed.
and humsns from toxicants that : ThsAaencywdevelopmsasenes of. Addlﬁonstovet.dehﬁnga_fr_ggxthe.,.

concentrate in plant and animal tissues. : generic standards-for development of
Organisms that consume plants or other ~ test data (TSCA, Pub. L 94-48%; 90-Stat.. )
animals with high body burdens of a 2006; 15-U.S.C; 2603). These standards. -

toxicant may be exposed t6 - will-then be available to incorporatein = g or pI dc 3 T
concentrations several orders of . .- . specific chemical testing rules as they . than required} . -
magnitude above those in the.abjotic. ~ .  are issued under section 4 of TSCA; - phrases- that the:-basic

environment {water, sediment, sonl. air).©  Previously-issued proposals covered the requirements cannat be construéd as -
For example. top trophxc level - - developmem of dat& on chmmc health bemg different. .

an increasing mimber of birdand - - : and therefore-may receive very high. _ tteratogenicandreptodncﬁveeﬁectsmd B
_msmmalspemare being classified-as Ivveh of toxicants that bioconcentrate; . mgtabolfmstndies published in the
"endangered is also possible that highitissus. . Federal Register of July 20, 1979 (44 FRK .~ ©
Dataonbothbnrdsam{mammahm . Ievelsofato:dcantcanbempidly— mLT'hQAgencypmpoudatandards o
Becessary because therearemajor . tranaferred to the same organism’s: development of test data o certain > -
" . differences between these organisms- _  blood stream; resulting in-acute or, -7 'pkyﬁmlmddmfwmmf
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standards will not be available in the
pear future. The environmental effects
and chemical fate tests which EPA will
perform include acute and chronic
toxicity to coldwater saltwater
vertebrates, full life cycle tests on -
terrestrial plants, and tests for chemical
persistence.

EPA does not intend to perform such -
tests routinely because, as TSCA section
2 states, the development of data on the
effects of commercial chemicals should
be the responsibliity of the ’
manufacturers and processors of those
chiemicals. EPA is making an exception
to this general policy in this case as it
did for mutagenicity testing proposed for
chloromethane and the chiorinated
benzenes in the Federal Register of July
18, 1980 (45 FR 48510) because it
believes this exception to be in the

. public interest. This belief rests on these

reasor: (1) EPA's sponsorship of these
tests wiil contribute to the Agency's .
development of test s in these
areas; (2) information on these effects is

' important to the assessment of these

chemicals and we believe it is important

- . not to.delay testing; and (3) the cost of .

this testing is relatively low.

In the case of mutagenicity testing,
EPA has been unable to develop specific
criteria for test sequencing decisions
that are suitable for inclusion in section
4 test standards. EPA believes that such
criteria are important to-insure.

- consistency between various "

laboratories in their determinations of
whether to stap testing or proceed to the
next test in the sequence. In addition,

EPA has not yet developed test

_ standards to be followed in the gene

mutation sequence or the in vive -
‘cytogenatics test for chromosomal
aberration. Based on-its evaluation of

the results.of these tests, EPA will- .~

decide whether to propose that the final

tests of the mutagenicity sequenca be
performed by industry, - )

F. Voluntary Testing by Ind’uatzy

In late February 1981, EPA was

approached by representatives of the .
manufacturers of dichloromethane and .

1,1.1-trichloroethane to diseuss the.
possibility of voluntary testing for these-
substances. This resulted intwo
meetings (March 16, 1981 and March 25,
1981) to discuss the environmental and
health effects testing needs for these
two substances. While these meetings
were quite productive, and resuited in a
useful exchange of ideas and

. chemcial (U.S. production in 1979, 634

Agency's need for sufficient data to|
reasonably predict or determine tha
effects of the exposure to, or’ ;
environmental release of these -~
chemcials, EPA will withdraw this |
pruposal insofar as it relates to
dichloromethane and 1,1, i
trichloroethane. In addition, these
meetings have resuited in the
submission of cerfain healthand |
enviornmental effects testing data by .
industry that had not previously been
submitted to the Agency or evaluated by
it. The data submitted to date-have been
sammary in nature and thus-could npt
be adequately evaluated. EPA is

.attempting to obtain sufficient backrip

materials relating to these studies to|
enable it to evaloate theu- adequacy.
Should ﬂﬁ, evalaation d:

adequate dataare available to
reasonably predict or determine thou
effects, EPA will modify this proposal to
delete the proposed testing reqnmemenu
for those effects.

]

-H.thbmmothanr

A..Introduction

Dichloromethane (CH,Cla, methylene
chloride, CAS No, 75-09-2) is a clear,
colorless, volatile liquid at standard
temperature !mdpmsm'e
Dichloromethane is a high ptoducﬁ on

million pounds), U.S. dichloromethane-

' production in the first 11 months of 1380

showed a sharp decrease, with a
production of 337 million pounds. -
projected for the entire year.-* -~
Dichloromethane has a variety of
uses. Major uses gre as a pamx-smpping
solvent. as a foam-hlowing |
agent, as a vapor-degreasing and dip< )
solvent for metal cleaningand as a -
solvent for aerosol products. ;
The manufacturing; processing and
use of dichloramethane resuits in - |
exposure of both workers and- |

- consumers. The National Occupational

Hazard Survey (NOHS) estimated that

approximately 2.5 milli rsons are
gxposed to %me&ane mgﬂli in
occupational settings. Di thane
is also anmgredxentmmanywnmmpr
products: cleaning agent, aerosols, |
adhegives, paints and paint remove:s.
The Interagency Testing Commlttee
(ITC) recommended that )
dichloromethane be tested for
carcinogenicity, mutagenicity, :
teratogenicity, other chronic effects, and
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E. Testing Being Performed by EPA information ?oﬁ the persons in | 4 em:iironmleﬁtal eﬁdiectsij ax:ld that * -
: A wi mis genici attendance, they have not yet resulte in -epidemiology studies be done.
wf;;: m E::g;r: onnmvt;;!;:ta city the development of a voluntary testing B. Findings ’ -
. environmental effects and chemical fate- Program. Should a veluntary ‘93‘!38, : . .
- processes for which TSCA section 4 test - Program be developed for these. With the exception of subchronic
substances that would satisfy the cardiovascular eifects, EPA is basing its

irements on the

posed tes:

] ‘authonty of :::fion 4(A)(1)(B) of TSCA. ‘

EPA finds that dichloromethane is
produced in substantial quantities (634

. million pounds/yr), and that its -
expected

pmdunnon increase in ﬂm
EPA also ﬁnda that substantial
numbers of persons are exposed to
dichloromethane both in occupational -
settings and as consumers. EPA also

finds that thera is substantial release to .
-the environment. Of the .

dichloromethane produced in the U.S.,
approximately 84% (499 million  pounds/
yr) is expected to reach the
environment. .

" EPA also finds with respect to he

'. areas listed below that there are

insufficient data and experience to .
determina the eﬁ‘ectrresulhng from the
manufacture, processing, djxmbuﬂon in
commerce, use, or disposal of .
dichloromethane, and that testing is
necessary to develop such data:
Health effects:
Acute dermal sensitization
Reproduction .
Environmental effects:
Agquatic vertebrates
Chronic toxicity
Agquatic invertebrates
Chronic toxicity

Birds

] Acute toxicity

Chronic toxicity
Terrestrial plants

- Early seedling growth
chancenh'atwa

Plant uptake/ lranslocanon

Aaquatic vertehrate

The proposed testing and
requirements for eag;%f thasr?euﬁr'ﬁeg

‘are described below. T:

‘asting
recommended by ITC or identified with
an eifect of concern, but not proposed
above, will be handled as described in

- the following paragraphs. -

EPA is not proposing testing for
chemecial fate, amt:?galthﬂ:gecta
(except for skin gensitization), chronic °
effects, teratology, or for certain
environmental effects, e.g., acute
toxicity to aquatic vertebrates and
invertebrates, aquatic invertebrate
bioconcentration , toxicity to mammals,
seed germination, because it believes -
that existing information is adequate.
EPA will perform testing on some of the
environmental effects for which no
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. system of nonacute exposure ta - -
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standards are available as-described in.
LE. of this preamble. =~ -~ -
Oncogenicity testing of - -
dichloromethane is being performed by
the National Cancer Institute (NCI) and
‘the EPA belleves that the NCI studies
should be sufficient for the Agency’s- --

- needs; therefore, no additional o i
ochgenicity testing is being proposed at 4(b}(3)(A) of TSCA provides. that EPA-

this times - -
EPA believes that mutagentcity {esting

according to a testing sequenca would:

be appropriate, and will perform the

initial testing itsgiiﬁecau:le no criteria -
progressing: initial tests to

igher level tests.are available: EPA will

propose higher tier tests if needed based

o analysis of Lo e e ror
are no test avi e for. )

ymbchlﬁorel toxdcity 90"

neurobehavioral testing is notﬁrob‘oseif _ f‘mgaoaed testing. As noted below, EPA..

at this time. Industry is sponsoringan —
epidemiology study therefore;no - ._ .

- studies ofthil.typ&n;‘;lbeinspt_olw_@ T

cordiovascular eifeets to humans. EPA
also finds that there are insufficient data_
‘on the effects to the cardiovascular = -
dichloromethane andthattuﬁnsis .l

The analysis and findings ipon which

.

_ may have toxicological effectsof their -
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“manufactire” Is defined in section 3@ :
of TSCA to-include “import,” importers:
% dichloromethane are-subject to this.
e, ) .- IO BEN
- Bacause TSCA contains provisions:to -

aveid duplicative tes not every. .
person subject to-this rule must - -
individuaily conduct testing. Section - .~

may permit two or more: acturers.

or processora who arerequired to. .

. designats one such person-ora quahﬁed. N

third person to conduct the tests and * .
submit data ontheir behalf-Section-4(c).
specifically provides that any.person. .
required to test may. apply:to.EPA for.an.
exerhption from. that requirement.- = -
EPA is not proposing to require.the . .-
submission of equivalence data dsa - - .
candition for exemptions from the: - -

ted-in evaluating the effects -,
attributable to dichloromethane:itself,

and has specified a relatively pure grade-’

at this time: R _-". gubstanca for testing, Please see:EPA’s:

- 7 On'the basic-of dcute toxicity studies proposed statement of exemption:policy-

: indogswhiékshdwe&inmamduteﬂal‘:. for more information pul in the- -
premaidxlnybcaﬂialeonkwﬁbﬂitjf *Federal Register of july18,1980.(45 FR.". -
and evidencs of oposuro of arge | W) L

ers. orome at level - e -
e e Ot oocur, EPA finds: . % Testoubstance” L .
under section 4(a)(1)(A) that . "+.-_  TheEPA isproposing that a relatively.

- dichloromethane may presentan _ pure grade of dichloromathane be-used -
unreasonable risk of adverse: " . - as the test substance. The proposed test -

substance contains no stabilizers. Most
commercial grades of dichloromethane- .
contain one or more stabilizers, which

ing it more difficultto-¢évaluata
a technical grade:subatance. Wd

own, I
dichd

the above determinations are based are- - 99.95% which corresponds: to.

presented in the Dichloromethane  *-
Support Document which is available-

" - fromthe Industry Assistance Office.-
" C. Persons Required'ta Tese™ " ~*-> -

Section (b)(3)(E) specifies that the.
activities for which the Administrator .
makes section 4(a) findings= . " -~

distribution; use o® .
are required to.test if the-findings-are- -

. basedon'ptqaﬂihsediatribmzmor'_-
diggosal: '~ . - o T T

-Because exposure. to. dichloromethane-
occurs through several routes, persons
who manufacture or process- - -

_dichloromethane, and those wha intend
to manufacture orprocess . - - -
dichloromethane within the period-:

* ending five years beyond the date: -
required for the sabmission of the last.
final report of this test rule will be- -
subject to this-test rule. Because-- -

* with-exceptl

intradermally-because itis highly--
therefore;

material used in the NCI bicassayis L
spocified.in thisrule.. - - - -~ e
Because the most common fuman'. ~ .

exposure is expected to be by inhala
of e vapors. the route of

\administration for health effects.testing

. by inhalation with the-. o
exception of the dermal sensitization .
‘study. In the dermal'sensitization study~

volatilerand-would not; th
peﬂod;‘ofﬁmﬁfaﬁpﬁcdhpinaﬂ"y:‘_ ne:
"~ The route-of administration for each
environmental effects test is-specified in .
the-generic test standard for that effect,
ith- ons as noted below. -
The following are eifects-of concemn - -
i LC. of this preamble, for"’
which EPA is proposing testing. i
. 1, Acute effects—dermal - -
sensitizatiom. The EPA is proposing that
an acute dermal sensitization testbe . -
conducted in accordance with test:

identify functional distarbances caused

" - arrh

: stodyis tliat does whicli produces
- ectopicheats or more serious

ra—

standards to be promulgated under 40 ~

CFR 772.112-26. The proposed standard.

was published in the Federal Register of -

July 26,1070 (46 FR44054). . - .
2. Subchronic cardiovascular toxicity.

. Because there is no generic subchronic: -~
cardiovascular test standard available <.

at this time, the Agency isproposinga. .
pecific standard for this-test"

_rulg which includes.the performance.of .

five major tests:right and left heart. =~ - -
cath an'zaﬂnn. e_l‘m&!diumphic: -
monitoring; éardiac sensitization  °
studies; determinationof " .

oxyt bi i

K dichloromethane levels in the blood; and.
histopathology: Since the heart has both.
_electrical and mechanical functions; all.

of the above-meéntioned procedures are ' -

. deemed necessary to.adequately .- - -

evaluate the effect of dlchlummathnn?t._ -
on the cardiovascular systems as -

the chambers and great.vessels of the.
1 will-

exposure.”” S
b. El jographic monitoring.- - _ -
Changes in the such. -

ogram such. .
as the production of ectopic beats-or the-
appeararce of more serious L

ythmias, tachycardia, flutter.. .-
fibrillation; wiil previde informatiomron.

- any-disturhanca-of cardiac rhythm. and/ S

or of conduction ineluding the potential.

 presenta of ischemic damage to the-

myocardium.- . . . .

. .c. Cardigcsensitization. K the- ..

aduiinistratien of normally non—~ .- _ - ~
ic doses of epinephrine: . -

-arrhythmogenic
cause a statistically significant number:

of aberrations in the electrocardiogram -

following dichloromethane exposure;.. .

then this observation:suggests thatthe. " .-

threshold for theproductionof . =~
ythmias may have.been lowered. .

The-highest dose of epinephrine which

should be used: in any sensitization

arrhythmias such as tachycardia,. -

- fbrillation; Sutter. This:information is- ..

esgential to gvaluate any potential - - -
hazard which may exist due to long- -~
term exposure to dichioromethane; not

_ only for those individuals predisposed. -

to cardinvascular disease or other stress
condition !mtt,o:nnmnl- individuais as-

. well. Tl I NN
A Analysis of dichloromethane and ¢

carboxyhemoglobin levels in-the blood.-
Dichloromethane is capable of being-~ -

. metabolized to carbon. monoxide which

wrs
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" determine the potential correlation
between the levels of
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readily combines with hemoglobin to
produce carboxyhemoglobin. This
substance decreases the oxygen-
carrying capacity of the blood and can -
lead to tissue ischemia at high levels, It
is, theréfore, impertant to determine if
carboxyhemoglobin levels dre
significantly increased following -
exposure to dichloromethane and to

carboxyhemoglobin and the
dichloromethane concentration in the -
blood. Given this information, it may be
possible to determine whether or not the .
cardiovascular changes which may arise
are due to the formation of
carboxyhemoglobin ar, rather, are a
direct effect of dichloromethane on the

.. heart or nervous system.

Histopathologie changes on the
specified tissues will be used to .
demonstrate: (1) that permanent tissue
damage has occurred; (2) that the cells
have been injured by the toxic influence,
‘but have not yet been permanently :
damaged:; or (3) that physiological
changes in the function of the heart have
occurred due to dicholormethane
exposure but have not produced
concuwrrent celluiar injury-qr death.

The dog is specified as the test animal
for the proposed Subchronic. = -
Cardiovascular Test Standard for the
following reasons: {1) based on results:
found in the literature, the dog appears
to be more sensitive to the - )
cardiovascular effects of -~
dichloromethane than the rodents: {2)

E the majority of the existing acute’

cardigvascular toxicity test data has-
been determined in the dog; (3) being a
proven, reliable model, the dog is used
extensively in cardiovascular studies;
and (4) the use of a large animal will
facilitate the performance of the
required tests, Either males or females
may be employed: hawever, testing must
be carried out on dogs of one sex to
reduce any additionial variable. :
The Agency proposed an initial test .~
dose of 250 ppm. This choice is basedon
a study in which a single two-hour -
exposure of dogs to 500 ppm
dichloromethane produced changes in
myocardial contractility and mean
arterial pressure, induced arrhythinias, -
‘and increased carhoxyhemngiohin :
levels in the blood (Adams, 1975, The
Effects of carbon monoxide and )
methylene chloride on the canine heart,

" Ph.D. Thesis, Texas A&M University).

The initial 250 ppm dose was chosen-
because long-term exposure to 500 ppm
may lead to excessive toxicity that may
jeopardize test animal survival for the
entire test period. Negative results ’
obtained with dichloromethane

" exposure at this level will cbviate the

need for further testing. Statistically

significant results within the parameters
" designated in the test standard will - - .
necessitate repetition of the entire test ;

procedure at one-half the previous
exposure concentration. This. procedure
must be followed until the analysis of
the data ceases to expresg statistical

- significance. However, in the event that
" three exposure levels have been tested

and statstivally significant changes in
the designated parameters are still’
maintained, testing may be terminated °
at this point. This proposed study is
necessary to determine a “no
observable effect level” for
dichloromethane, with respect to
cardiovascular toxicity. If the data
permit, 2 mathematicat extrapolation to

el e

a “no observable effect level™ ha

Dose level selection is proposed to be>
made as follows: :

High dose (ppm}—0.125 x LD;, (in mg/

.. kg)-obtained in single oral dose acute

toxicity test . .
Medium dose {(ppm}—0.167 x high dosa
Low dose (pm)}~-0.028 x high dose
Also, because dicholorméthane is highly
volatile, special dietary procedures are
proposed. .

8. Terrestrial piants—early seeding
growth. The EPA is proposing early
seedling growth testing in accordance
with test standards to be proposed in
the Federal Register in July 1981. EPA
proposes that each spécies mustbe -
tested twice, once using the foliar route
of exposure and once using the nutrient
Eﬁedium» af’the route.of exposure,

made. .
3. Reproductive toxicity. The EPA is
proposing that a reproductive effects

“test be done in accordance with test

standards to be promulgated undar 40
CFR 772.116-3. The proposed standard

- was published in the Federal Registar Qf

July 26,1979 (44 FR 44054). .
4. Aquotic vertehrates—chronic

toxicity. The EPA is propusing early life

stage toxicity testing on 4 coldwater and
a warmwater freshwater fish species
and on a saltwater fish species in
accordance with test standards to be
proposed in the Federal Register in July,
1981 (see discussion in LD. of this :
preamble). The coldwater freshwater
species tested must be the rainbow trout
(Salmo gairdneri) becanse this species

is generally more sensitive to toxicants .

than the brook trout (Sa/velinus
fontinalis). _

5. Aquatic invertebrates—chronic
toxieity. The EDA is proposing fife cycle-
toxicity testing on a freshwater and
saltwater invertebrate in accordance
with test standards to be proposed in
the Federal Register in July, 1981. The
freshwater invertebrate test must be
flow-through due-to the high volatility of
dichloromethane. Evaporation of

" dichloromethane in the static renewal

procedure would result in diﬁ?xl‘zl;‘n
maintaining nominal exposure-levels

8. Birds—~acute toxicity. The EPA is
proposing acute taxicity testing on two
species of birds in accordance with

proposed FIFRA guidelincs published in °

the Federal Register of July 10, 1978 (43
FR 29698, § 163.71-1). The FIFRA
guidelines-for acute avian toxicity are
being proposed as test standards -
specific to this chemical in this rule.

7. Birds—chronic toxicity. The EPA is
proposing reproductive toxicity testing
on two species of birds in accordance
with the test standards to be proposed:
in the Federal Register in July, 1981

“ exposed by either route.

plants may be expused by
either route and toxicity may be
significantly dependent upon the route

lant uptake/
{ranslocation. The EPA is proposing
plant uptake/transiocation testing in
accordance with test standardstobe
proposed in the Federal Register in July,
1981. The most sensitive monoeot and

_ of exposure. .

9. Bioconcentratio.

"the most 3ensitive dicot observed in the

early seedling growth test rust be
tested because high sensitivity may be
the resuit of high rates of uptake, and
bicconcentration potential may differ
significantly between monocots and °
dicots. Testing on more species is
recommended but not required. Each
species must be tested twice, one using
the foliar route of exposure and once
using the nuirient medium as the route
of expogure, because plants may be

10. Bioc qua
vertebrate. The EPA is proposing .
aquatic vertebrate bioconcentration -
testing in accordance with test )
standards to be proposed in the Fedaral
Register in July, 1981. A
F. Reporting Requiremenis

For mammalian reproduction testing
and subchronic cardiovascular testing,
the EPA is proposing that a Study Plan
be submitted 90 days before the .
initiation date of the test and preferably
earlier then this deadline. Interim
Quarterly Summary Reports are
required for the reproductive toxicity
test. Interim reports are required for
subchronic cardiovascular toxicity at
the'end of each testing sequence. The
proposed deadiines for submission of
the Final Reports are 30 months from the
date of the final test rule for

" reproduction testing and 23 months from

the date of the final test rule for
subchronic cardiovascular testing."
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For all other testing proposed for -

dichloromethane, EPA is proposing that-.

a Study Plan be submitted by the-
initiation date of the test and preferably
earlier than thig deadline. No interim
reports are required. The proposed
deadline for submission of the Final
Report is 13 months for bird
reproduction testing and the plant
uptake/translocation test, and 12.
‘months for all other tasis. These
deadlines are calculated Som the .
eifective date ¢f ih2 {inai cule, For a
discussion of the basis Jor these frames,
see the Faderal Register o7 ™2l 18, 1230
{45 FR 48535} and V. of 215 preambie.
_G. Issues for Public Commeni—
Dichlorome ©

1. What procedures wiil assure

maintenance of the desired dose levels -
of dichulorymethane when administered.

"in the diet for bird feeding studies?

* ‘The volatility of dichloromethane (b.p.

" 40°C) presents some difficulty in

providing dosed diets for feeding.

studies, since the compound may be lost -

- relatively rapidly by evaporation. EPA is
proposing a requirement that the-time be:
determine

d over which 25% lass of
dichloromethane from the diet.occurs;, -
and that the replacement of treated diet
be governed by this information. EPA is
suggesting including the use of corn oil

* as a vehicle to reduce the.likelitood of

test enbstance loss, EPA is interestad in
comments a3 1o e adecuscy of these
procedures and the availability of
alternative procedures to zssure that the
desired dose levels are achieved.

2. Are the skin sentitization studies
performed by Industrial Bio-Test -
adequate for dichloromethane? -

Just before publication of this
proposed test sule, Dow Chemical
Company sent in two negative studies

on the skin-sensitizing capacity of

" dichloromethane. Both were human

studies one of 125 persons of all races, -
sexes, and a varlety of ages. The other
study was on 50 persons, also.a mixed.

" population. The studies were performed

by Industrial Bio-Test.on aerosol.
antiperspirant products. The products in-
the first test contained 20-21.5% . .

- dichloromethane, and were applied:
" twice daily as a spray for 12 weeks. The:
. other-experiment used products

containing 16% dichloromethane™ - -
sprayed on patches which were-applied
for 24 hours, three times.a week for -
three weeks, with a subsequent -
challenge two weeka later. The Agency
invites comment on the use of these
studies in fulfillment of the proposed -
skin-sensitization testing and requests
that the following igsues.be addressed:
{a) the substances tested contained

-

- 15-21.5% dichlorometliane, .. «"
Although:these compounds - -

testing proposed by the EPA: - -
requires the use-of a relatively pure -

" chemical. Do the low concentrations

compromise the value of the . - -
studies?’ e e el
(b} Because the:compounds tested:, -
* were mixtures where - - : ,
dichloromethane was not-the major.
component, there is a possibility -
that a negative interaction occurred,
and that one or more other: -
chemicals in the mixture masked or

. blocked a positive-reaction to the -
dichloromethane. Is the likelihood - -
" of such an effect great.enoughto .

. causerejection of the studies’  _--
.-resulta? . - . T N

- {c) The EPA skin-sensitization test
‘standard requires that a specific -

-amount of chemical be-injected. - > -

intradermally to insure that
' expogure to & measured amountof -
the compound occurs: The human--"*
- studies exposed the subjects in the - -
manner by which they would =~ -~
- normally be exposed to the:. =~ .
Pparticular products; directly by a
spray, or indirectly, by spraying the
substance and applying this to the
skin. Using these methods the exact:
amounts-applied cannot be o
determined. Are these drawbacks in
meihogology serious enough o
invalidata the studies’ results?
I Nitrohenzena
A. Introduction ~
- Nitrobenzene (CHaNO;; CAS No 98-

. 95-3}, also named nitrobenzol and oil of

mirbane.(Merck Index, 1978), is-a pale-

-yellow, oily liquid at room temperature -

and presgure with:a characteristic bitter’
almond odor-and a sweet taste.
The annual production of-

nitrobenzene was.575.million pounds.in

- 1978. Nitrobenzene is manufactured by

the dfrect nitration: of benzene, using a

. mixture of nitric.and suifuric acids M“,E,
- of the crude:product is converted ta

aniline. About 2.5-3 percent of the: -

. nitmbenzene-prodmd‘each.yehr.-_. Rk

amounting ta 12.75 million pounds; has- -

- various ather uses; mostly as a solvent

in the production of cellulose ethers and- -
in Friedei-Crafts alkyldtion reactions,
with one percent used (8 million pounds)
in the manufacture of dyeintermediates.

metal polishes, and other solvent uses.. -

“The Interagency Testing Committee.
recommended that nitrobenzene be

+ tested for carcinogenicity, mutagenicity,

and environmental effects:

. B.Findings- - . .

. represent active products in-use, the . basing its proposed health effects testing -

L Health éffects findings! EPAls
requirement for nitrobenzene on the-

- authority-of section-4(a} (1).(Ayof TSCA'-‘ T

L EPA:believes that the manufacture,
processiig, distribution in commerce, -
use; and disposal of nitrobenzene may

presentan unreasonable risk of injury to " .
human health due to reproductiveand - -~
teratogenic activity, for the following: -

reasons:

. & EPA has found that there are - I

existing data and experience which:
indicate a'potential human health- _ -

to these effécts.- - : :

. hazard from nitrobenzene with respect

b. EPA believes that pé‘réoﬁare I

exposed to nitrobenzene in the: .
~workplace; as consumers, and asa

- result of release of nitrobenzene into the

ironment, .

¢ EPA does not believe that therule - -

will result in a loss tq society of the
benefits.of the substanca hecause thes..

- Agency’s economic analysis has showrt™

that the:impact of test costs is minimal. *

. {The Level I Economic Evaluation, - __

available from the Industry Assistance
.‘Ofﬁee..de!gﬂa the support for this. -

belief) w“

* ii. Therefore, EPA believes that the -
.activities in question may present an
;unreasonable risk. EPA also finds that

there are insuificient data to predict the

teratogenic and reproductive effects of .
nitrobenzene and that testingof - -
nitrobenzene is necessary to devalop.

* _ such data Therefore, EPA is proposing~ -

testing for structural teratogenic and:
reproductive effects. The propased

testing and reporting requirements for . e

these effects are summarized in E. of
this Preamble. .. . . . .
. Health eifects.testing recommended
by ITC oridentified as an effect.of .

concern but.not propased above; will be .

as follows:
ity testing of - -

"a.0n

nitrobenzene is.heing performed by the -

National Cancer institute (NCI) and.the -
EPA-believes that NCI studies should be _

,sufﬁcien.t for thie. Agency’s needs.for .

oncegenicity; subchronic effects,and- -

chroniceffacts testing; therefore; no

additional testing for these effects is..~ - -

being proposed at this time, - .

b. EPA believes mutagenicity testing
according to.a testing sequerice would
be appropriate and will perform the
‘initial tests iftrself because no criteria
progressing from initial testing to higher
level tests are available. EPA will . . -

- propose higher tier tests if needed based
. on analyses of lower tier results.

¢. The EPA has decided not to
proposed epidemiological tegting at this

DR o

¢
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time because.a suitable study

population has not been identified.
d. Neurotoxicity/behaviaral effects

testing is not being required because

W.TTMW standards
or these effects. - ) i

2. Environmental effects findings. EP.
is basing its proposed envircamental -
effects testing requirement on the
authority of section 4(a) (1) (B) of TSCA.

i EPA finds that nirobenzene is
produced in substantial quantities (575.
million pounds in 1978},

ii. EPA also-finds that there is .
substantial release to the environment.
Of the nitrebenzene produced in the US.
approximately 12.75 million pounds is
expected to reach the atmosphere (1978
figures). A substantial quantity is. :
believed to enter the equatic
environment, and rainout would carry
part of the atmospheric emissicn to soil
and from there to water.«

iii. EPA als=o finds with respect to the
areas listed below, that there are - )

- insufficient data-and experience to-

determine the effects resuiting from the
manufacture, processing, distribution in
commerce, use, or disposal of - .
nitrobenzene, and that testing is
necessary to develop such data:
Aquatic Vertebrates

Acute toxicity

Chronic toxicity . - .-
Aquatic Invertibrates = - s

Chronic toxicity -
Birds :

Acute toxicity

Chronic toxicity )
Terrestrial plants - ’

Root elongation/seed germination -

Early seedling growth .
Bioconcentration ,

Plant uptake/transiocation
Chemical fate . )

Soil adsorption ) -

The proposed testing and reporting
requirements for each of these effects
are described in IILE. of this preamble.

EPA i3 not proposing testing on acute
toxicity to aguatic invertebrates, aquatic.
plants, and mammals because data fop/
these effects arw sufficient, EPA will-
perform testing on some enviromental
effects for which no standards are
available as described in LE. of this .
preamble,

The analysis and findings upon whick

are

the above determinations are

. -presented in the Nitrobenzene Suppert -

Document which is available from the

Section 4(b)(3)(B) specifies that the -
activities for which the Administrator
makes section 4(a) findings .
(manufacture, processing, distribution, ..

" use ‘and/or disposal) determine who

bears the responsibility for testing,

Manufacturers are required to test if the. .

findings. are based on manufacturing,
distribution, use, or dispesal. Processars
are required to test if the findings are
based,:‘.nprocusing. distribution, use, ar
isposal. ?

diy . B
" - Because both health risk and expasure

result fronr the manufacture, processing,
who manufacturs or intend to
manufacture nitrobenzene, and who .
process of intend to process it within-the
period ending five years beyond the -
date required for the submission of the
last Final Report will be subject to thia
test rule. Because “manufacturs” is
dt-.;flinsd in section :.57) of 1‘3ng to
include “impart,” imparters
nitrobenzene are subject to this rule,

Every. person subject to this rule does
not have to individually conduct testing
because TSCA contains provisions to
avoid duplicative testing. Séction
4(b)(3)(A) of TSCA provides that EPA
may permil two or more manufacnirers
or processars who are required to

" designate one such person or a qualified

third person to conduct the tests and

. submit data on their behalf Section 4{c)

specifically provides that any person

. required to test may apply to EPA for an
‘exemption from that

*EPA is not proposing to require the
submission of equivalence data as a
condition for exemptions from.the
proposed testing because EPA is

, requiring the testing of a technical grade

of nitrobenzene that the Agency .
believes is representative of all grades:
currently being manunfactured. Pleass

- see EPA’s proposed statement of
-exemption policy for more information.
publi

blished in the Federal Register of July
18, 1980 {(45FR 48512]._ i _ .
D. Test Substance i )

The test substance will be
nitrobenzene of at least 99.9 pernent
purity. This purity has been chosen

_because it is a widely-available

representative technical grade and has
been specified by the Nlem\-uu in

 their testing.

E. Proposed Tes&'bg ) ] .
The route of administration for health
effects should correspond to the usual.
route.of expasure to humans: inhalation.
The route of administration for each

- environmental effects test is specified in '
. the generic test standard for that efféct-

with exceptions as noted below.

1. Structural teratogenic effects, EPA
is proposing that a structural
teratogenicity study be conducted in
accardance with the structural
teratogenicity test standard to be

promulgated under 40 CFR 772.116-2. X

The proposed standard was published in
the Federal Registar of July 28,1979 (44 -
FR 44054). Although the test standard . .
allows for a choice of two.species..
among four (hamster, rabbit, mouse, rat),
the rat and a choics of one other species
are proposed for this rule because the
rat has been demonstrated to be
sensitive to nitrobenzene in teratogenic
‘tests.
2. Reproductive effects. EPA is

' proposing that a two-generation

reproductive effects study of

- nitrobenzene-in one rodent species be

conducted in accordance with test -
standards to be promulgated under 40
CFR 772.116-3. The proposed standard -

" was published in the Fedetal Register of .

July 28, 1879 (44 FR 44054).
3. Aquatic vertebrates—acute
‘toxicity. The EPA is ing acute

. toxicity testing on a coldwater species

of freshwatar fish in accordance with
the test standards to be proposed in the

Fsdmlkngimuin]ulymu.@eem.ofv

this preamble for further discussion.)
The static procedure is proposed .
because nitrobenzene degradation
products are suspected of being a major
fctor o toxicity. The flow:through - -
pracedirre would not allow degradation
products to build up in the test véssel,

- 4. Aquatic vertsbratés—chronic. -

' toxicity. The EPA is propesing early life

stage toxicity testing on a coldwater and
warmwater freshwater fish species and
on a saltwater fish species in
proposed i the oo eamaards o be
proposed in : ister in July
1981. The coldwater freshwater species °
tested must be the rainbow trout (Salmo
8airdneri) because this species is
generally more sensitive to toxicants

. then the brook trout (Salve/nus

fontinalis).

- S.Aquatic bva-tebmteé——«:h@c

icity. The EPA is proposing life cycle
toxicity testing on a freshwaterand . _
saltwater invertebrate in accordance
“with the test standards to be proposed
in the Federal Register in July 1981, The

freshwater invertebrate test mustbe =~

static renewal because nitrobenzene
degradation products are suspected of
being a major factor in toxicity, The
flow-through procedure
degradation products to build up in the
test vesgsel. . | ~l

8. Birds—acute toxicity. The EPA is
proposing acute toxicity testing on two
species of birds in accordance with the
proposed FIFRA guidelinee published
under 163.71-1 in the Federal Register of

- July 10, 1978 (43 FR 29696). The FIFRA

guidelines for acute toxicity are being -
proposed as test standards specific to
the chemicals in this rule..An acute oral

would not allow ]
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LD,, must be calculated or extrapolated
v provide the basis for dose selection in
2 bird chronic toxicity test.

7. Birds—chronic toxicity. The EPA is -

proposing chronic toxicity testing on -
species of birds in accordance with the
test standard to be proposed in the
Federal Register in July 1961. Dose level
selection must be as follows:

High dose ppm—0.125 x LD\, {in ma/kg)

obtained in acute bird toxicity test.
Medium dose (ppm}—0.167 x high dose.
Low dose [ppm)—0.028 x high dose.

8. Terrestrial plonts—rcot elongation/
seed germination. The EPA is proposing
root elongation/seed germination testing
in accordance with the test standard to
be proposed in the Federal Register in
July 1981, N

9. Terrestrial plants—early seedling
growth. The EPA is proposing early
seedling growth testing in accordance
with the test standard to be proposed in
the Federal Register in July 1931. Each

species must be tested twice, once using

the foliar route of exposure and once
using the nutrient medium as the route
of exposure, because plants may be
exposed by either route..

10. Bioconcentration—plant uptaka/
translocation. The EPA is proposing
olant uptake/translocation testing in

-cordance with the test standard to be

.“>posed in the Federal Register in July
.581. The most sensitive monocot and
the most sensitive dicot observed in the'
early seedling growth test must be
tested because high sensitivity may be
the result of high rates of uptake, and
bioconceniraticn potential may differ
significanily between monocots and
dicots. Testing on more.species is
recommended but not required. Fach
species must be tested twice. once using
the foliar route of exposure and once
using the nutrient medium as the route
of exposure, because plants may be
exposed by either route.

11. Soil adsorption. EPA is proposing
soil adsorption testing according to the
test standard to be promulgated under
40 CFR 772.122-5. The proposed
standard was published in the Federal
Register of November 21, 1980 {45 FR
77352). . N

F. Reporting Requirements

Proposed reporting requirements for
teratogenic effects are as follows. A
Study Plan shall be submitted to EPA no
later than the initiation of the
teratogenic effects testicg. No Interim
Suminary Reports will be required. The
Final Report shall be submitted to EPA

v latar than 12 months after the

ective date of this rule.
. Propased reporting requiremeants for
reproductive effects are as follows, A

Federal Register / Vol. 46, No. 108

study Plan shall be submitted to EPA at
least 90 days prior to the start of
reproductive effects testing. Interim
Quarterly Summary Reports shall be

. submitted to EPA beginning with the

initiation of testing and ending with:
submission of the Final Report. The
Final Report shall be submitted to EPA
no later than 30 months after the
effective date of this rule.

For all other testing proposed for
nitrobenzene, EPA is proposing that a
Study Plan be submitted by the
initiation date of the test and preferably
earlier. The deadline for submission of
the Final Report is 15 months for bird
reproduction testing and the plant -
uptake/translocation test, and 12
months for all other tests. These
deadlines are calculated from the
effective date of the final rule.

G. Major Issues for Comment

1. Should the Agency consider testing
by dermal application? :

In the heelth cficets tests required, the
route of administration is specified as
inhalation. Nitrobenzene is rapidly
absorbed through both the lungs and the
skin. In studies of exposure of humans

to vapor, more than twice as much was -

absorbed by inhalation as through the
skin. It is suggested that dermal contact
is a great hazard in industry and
probably the most significant route of
exposure for the general population, via
products containing nitrobenzene as a *

. solvent. Thus, there is reason to

consider dermal application as the route
of administration for testing. But since
there is rapid absorption through the
lungs, and the vapor pressure of
nitribenzene is high, constant lung
absorption is probable in any exposure
situation, regardless of whether the
worker makes skin contact with the
liquid or vapor. It was this consideration
that led EPA to proposec inhalation as
the route of administration. . .

IV. 1,1,1-TRICHLOROETHANE

" A. Introduction : .

1,1.1-Trichloroethane, also known as
methyf chloroform, is a colorless,
nonflammable volatile liquid.
Approximately 716 million pounds of
1,1,1-trichloroethane were produced in
the United States in 1979, of which
about 30 million pounds were expcrted.
Imports of the chemical were essentially
negligtble. About 60 percent of the
domestic production is obtained from
vinyl chloride. about 30 percent is .
obtained from vinylidene chloride. and
the remainder is produced by thermal
chlorination of ethane. )

Because 1,1,1-trichloroethane is an -

excellent solvent for greases, oils, tars, -

waxes and a wide range of other organic
materials, its major use is in the metal
cleaning industry, primarily in cold
cleaning and vapor degreasing
processes. An estimated 422 million_
pounds of 1.1.1-trichloroethane were
consumed in these processes in 1979, [t
is also used in commercial and
consumer products such as aerosols.
adhesives, textiles, paints, inks. drain
cleaners, film cleaners, spot removers,
pharmaceuticals and leather tanners,

The Interagency Testing Commiittee
(ITC) recommended that 1.1.1-
trichloroethane be tested for
carcinogenicity, mutagenicity; .
teratogenicity, and chrunic effects (with
specific attention to neurological,
cardiovascular and renal systems) and
that an epidemiology study be done.
B. Findings

The EPA is basing its proposed testing
requirements on the authority of section
4(a)(1)(B) of TSCA.

EPA finds that 1,1L.1-trichloroethane is
produced in substantial quantities. -

EPA also finds that substantial
numbe;s_ of persons are exposed to 1,1.1-

_ trichloraethane both in occupational.

settings involving manufacture,
processing, and use of the chemical, and
as consumers.

EPA also finds substantial release to -

the environment. Of the 1.1,1-

trichlorcethane produced in the United
States in 1978, 75 percent was estimated
to have been released into the
environment. Measurable amounts of
1,1,1-trichloroethane have been reported
in the atmosphere, soil, rainwater,
marine and fresh surface waters, and
groundwater. Residues of 1.1.1-
trichloroethane have been measured in
the tissues of aquatic and terrestrial
plants and animals.

EPA also finds with respect to the
following areas that there are
insufficient data and experience to
determine effects of the manufacture,
processing, distribution in commerce,
use, or disposal of 1,1,1-trichlorocthane

‘and that testing is necessary to develop

such data:

Health Effects:

Structural teratogenicity
Environmental Effects:
Agquatic vertebrates

“Acute toxicity

Chronic toxicity
Agquatic invertebrates

‘Chronic toxicity
Birds

Chronic toxicity
Terrestrial plants

Root elongation/seed germination

Early seedling growth -
Bioconcentretion

Plaat uptake/traaslocation
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The proposed testing and reporting
requiremeats for each of these effects
are described below.

Testing recommended by ITC or
identified as an effect of concern but not *

. proposed above, will be handled as

described in the following paragraphs.
EPA is not proposing testing for acute
health effects, reproductive effects,
chemical fate or for certain
environmental effects (acute toxicity to
aquatic invertebrales, toxicity to

. mammals, acute bird toxicity, toxicity to

algae, and aquatic vertebrate and
invertebrate bioconcentration) because
it believes that existing information is -
adequate. EPA will perform testing on
some environmental effects for which no
standards are available as described in
LE. of this preamble.

Oncogenicity testing of 1,1,1-
trichloroethane is being performed by
the National Cancer Institute (NCI) and
the EPA believes that NCI studies :
should be sufficient for the Agency’s
needs: therefore. no oncogenicity testing
is being proposed at this time. .

EPA believes that mutagenicity testing
according to a testing sequence would
be appropriate, and will perform the
initial testing itself because no criteria
for progressing from initial test to higher
level tests are available. EPA will
propose higher tier tests if needed based

* on analysis of lower tier results.

The EPA has decided not to propose
epidemiological testing at this time
because a suitable study population has
not been identified. No chronic effects
testing is being proposed because the
EPA is awaiting results of an ongoing
NTP study which may provide sufficient
data for the Agency's needs. The
analysis and findings upon which the
above determinations are based are
presented in the 1.1.1-Trichloroethane
Support Document which is available
from the Industry Assistance Office.

C. Persons Required To Test

Section 4(b)(3)(B) specifies that the
activities for which the Administrator

" makes section 4{a) findings

(manufacture, processing; distribution,
use and/or disposul) determine who
bears the responsibility for testing.
Manufacturers are required to test if the
findings are based on manufacturing,
distribution, use, or disposal. Processors
are required to test if the findings are
based on processing. distribution. use. or
disposal. s T
Because of the potential for exposur
of industrial workers, consumers and
the environment during the-manufacture,
processing, use and disposal of 1,1.1- -
trichloroetharie, the EPA is proposing to
require that persons who manufacture or

process 1,1,1-trichloroethane and those
who intend to manufacture or precess
1,1.1-trichloroethane within the period
ending five years beyond the date
required for the submission of the last
final report of this test rule, will be
subject to this test rule. Because
“manufacture” is defined in section 3(7)
of TSCA: to include “import,” importers
of trichloroethane are subject to this
rule.

Because TSCA contains provisions to
avoid duplicative testing, not evary
person subject to this rule must _
individually conduct testing. Section
4(b)(3){A) of TSCA provides that EPA
may permit two or more manufacturers
or processors who are required to .
designate one such person or a qualified
third person to conduct the tests and -
submit data on their behalf. Section 4(c)
specifically provides that any person
required to test may apply to EPA for an
exemption from that requirement.

EPA is not proposing to require the
submission of equivalence data as a
condition for exemption from the
proposed testing. As noted below, EPA
is interested in evaluating the effects
attributable to 1,1.1-trichloroethane
itself, and is specifying a test substance
to achieve this purpose. Please see
EPA’s proposed statement of exemption
policy for more information published in
the Federal Register of July 18. 1980 (45
FR 48512). .

' D. Test Substance

All commercial grades of 1,1,1- !

trichloroethane contain up to 8 percent
stabilizer(s). Although several hundred
additives have been patented, most are
not used regularly. Some of those which
have been identified in the various
commercial products and the percent by
volume of the product are: nitromethane,
0.4-1.8 percént; butylene oxids, 0.4-0.8
percent; dioxane, 2.5-3.5 percent; .
dioxolane, 1.0-1.4 percent; methyl ethyl
ketone, 1.0-1:4 percent: toluene, 1.0-1.4
percent; sec-butyl alcohol. 0.2-0.3

Percent; and isobutyl alcohol, 1.0-1.4

percent. The potential toxicological
effects of some of these stabilizers may
make it difficult to evaluate 1,1,1-
trichloromethane’s toxicity from tests on
a technical grade substance.
Unstabilized 1,1,1-trichloroethane is
available in small quantities at high
cost; however, it is not known how long -
it remains pure once exposed to air.
Therefore. EPA is proposing a 1,1,1-
trichlofoethane test substance
containing 0.5 percent butylene oxide
stabilizer for use in tests proposed in
this rule for 1,1.1-trichloroethane. This
product contains the least amount of
stabilizer of any product available and
is currently béing used by NTP in an

oncogenicity bioassay on 1,1,1-

. trichloroethane.

E. Proposed Testing

Because the most extensive human
exposure is through inhalation, the _
proposed route of administration for the
health effects testing is inhalation. '

The route of administration for each
environmental effects test is specified in

‘the generic test standard for that test

with exceptions as noted below.
The following are eifects of concern
discussed in I.C. of this preamble for

- which EPA ig proposing testing.

1. Teratogenicity. The EPA is
proposing that a structural -
teratogenicity study be conducted in
accordance with the structural

‘teratogenicity standards to be

promulgated under 40 CFR 772.116-2.
The proposed standard was published in
the Federal Register of July 26, 1979 {44
FR 44054). _

2. Aquatic vertebrates—acute toxicity
test. The EPA is propusing acute toxicity
testing on a coldwater species of
freshwater fish in accordance with test.
standards to be proposed in the Federal
Register in July 1981. The flow-through-
procedure is necessary because 1.1.1-
trichloroethane is highly volatile.
Evaporation of 1,1,1-trichloroethane in
the static procedure would result in
difficulty in maintaining nominal
exposure levels. :

3. Aquatic vertebrates—chronic
toxicity. The EPA is proposing early life
stage toxicity testing on a coldwater and
warmwater freshwater fish species and
on a coldwater saltwater fish species in
accordance with test standards to be
proposed in the Federal Register in July
1981, The coldwater freshwater species
tested must be the rainbow trout (Sa/mo
gairdneri) because this species is
generally more sensitive to toxicants
than the brook tyrout (Sulvelinus
fontinalis).

4. Aquatic invertebrates—ckhronic
toxicity. The EPA is proposing life cycle -
toxicity testing on a freshwater and .
saltwater invertebrate in accordance
with test standards to be proposed in

" the Federal Register in July 1981, The

freshwater invertebrate test must be
flow-through, or static with precautions
taken to avoid loss of test substance due
to the volatility of 1,1.1-trichloroethane.
Evaporation of 1,1,1-trichloroethane in
the static renewal procedure may result
in difficulty in maintaining nominal
exposure levels. :

5. Birds—chronic toxicity. The EPA is

. proposing chronic toxicity testing in two

species of birds in accordance with the
test standard to be proposed in the
Federal Register in July 1981. Does level

-
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selection is proposed to bemadea-
follaws: i .
High dose (ppm}—2510 mg[kgxtnzs

- Mediunt dose (ppral—0:167 X high dose —-

Low dose (ppm]—0.028 X high dose- , =

* Also, because 1,1,1-irichiorgethane i xs
highly volatile, speciat dietary: - =~
procedures are preposed.” - -

‘8. Terrestrial plants—-mot eImgntzan/
seed glemmam}n ge EP4 is proposing-
root élongation/saed germination: testing
in accor?;nce with the test standard to *

be proposed in the Fedcrai ch:stum
July 1981.

7. Terrestrial p!ants—emfyseedlmg
growth. The EPA is proposing early. -
seedling growth testing iz accordance

with the teststamdardtobaproposedht )

the Federal Register in July. 198€ Each'

1 twi . .
sneciesmustbe ested twice. once using oo ntsastuﬂ:ead cy of these ™ -

the foliar route of exposure and ence
using the nutrient medium as the routs”
of exposure; because plants may be .

8 Elmonr:'wtmtzonﬁplam up:ake/

. translocation. The EPA is proposing; -

plant uptake/transiocation testing in- -

accordance with the test standard to.be .

propased in the Federal Register it Jaly
1981. The most sensitive monocotand .
the most sensitive dicot abserved in the

-, early seedling growth test must be -

tested because high sensitivity may be .
the-result of high ratss of optake, and
biocoucentmt_ion potential may differ
significantly between monocots and

- dicots. Testing on more species is

_ trichloroethane, EPA is proposing that a

‘recommended but not required. Each
species must be tested twice; onceusing -
the foliar route of exposure and oncs -

-using the nuirient medivm as the roate:
of exposure, because plants may be -
exposed by eitherroute. H -

F. Reporting Reqmmmem‘s

Far all testing pmpnse far 1 &4 1

Study Plan be submitted by the- -
initiation date of the test.and preferably
earlier than this deadline. No interim -
reports are required. The proposed  *
deadline for. submission of the Final
Report is 15 months for bird- S
reproductive testing and the plant
uptake/translocation test, and 12
months for all other tests. These.
deadlines are calculated from the”
effective date of the final rule, Fora
discussion of the basis of these time
frames, see FR 48538 (July 18, 1080} and
V. of this preamble.

G. Major Issues for Public Comment

1. Which’ pmductshould be used for
testing?

Seem;Daf-thspmmblefn:
- discussion. e
2 What p -wilf gssume

- maintenance of the desired dase levels” £

‘of 1,1.2-trichieroethans when

admunxlared in the diet furbndfeedm becamse it is a lengthy test. Interim .~

K romem:m}lbereﬁectedmlbeﬁnal
" . miefog dichlornmethane, mtmbenzene

and 1,1,1-trichlurcethane,

- Interim reporting requirements are . .

for cardiovascular-testing -

_ studies! * .. reports would provide-a current statiis”
'l‘hcvoi:ﬁﬁ!yui m—mcmm of the study. These reparts should be
. (vaporpresswre-100 mm at 20°CT . -~ - brief and impose minimal burden, bat®
 presents som# difficulty in providiig *. | “would provide summary mformauonnm
doaeddietsfotfeedingsmdmasmce&& mﬂnngx:ubenmdymc
- by evepation. EPA s propasng . | Dermamee rics o he
- by evapura! is proposinga-” modynamic parameters, . -
_* . requirement that the time be dﬂtmmed histopathological changes in tissues -
" . overwhich 25 percent loss of T.1.2= - - examined, and biechemical parametets,

, trichloroéthanefrom tbeﬁetnmmd Because dosing is proposed to be»

" thiat the replacement of freated diets be

- governed by this information: EPA i xs
suggesting the-use of corn oilas a -

vehicle to reduce the likelthaod of test :

substance Toss. EPA is intérested in

procedurés and the avaiability of
alternafive procedures: to assume that
the desired dose levels are achieved. -

- 3. Shonld ferntn[ngy testing he _‘_'; -

proposed? .
TheYu'k etal iemtnluu stm:ty faifed.
‘to demonstrate any ma
Such toxicity is generaily regarded as a.”

ternal toxicity:
‘mandatory element of any te:aﬁology

test from which a reasdnable -
determination of lack of teratogemic

seven times the TLV., While it appears

" clear that this study would not be
- sufficient to reasonably determine that

no unreasonable risk of teratogenicity
exists, ia tha data safficient to

reasonably
risk of terata exists?

"V.Repwungw .
’ ,A.S&xdy[’]amamibﬂam@mrtedy
: 'SutmnatyBepom

B. Fiaai Report Deadline

ict that no unreasonabla-

perfonned sequentially, EPA is

. proposing that the reports be submitted -
-atthe end of each testing sequence .
rather than on a quarterfy basis,

Reporting requirements for .
reproductive-effects were discussed .
the July 18, 1980 proposal (45 FR 48510}
. Because of the length of the test,
‘submission of a Study Plan at least 90.
days prior to the start of testing and
submission of Interim: Qnarterly .
Summry Repoﬂs were proposed.

All tests proposed in this .
mle {L.e.. dermal sensitization testing - .
and all environmmental effects and fate-
testing} are short-term tests; therefore,

*éffects can be made: Nevertheless, this- * Study Plan deadlines are the dafe.of test -
study was canducted at a level that was

initiation and no Interim Quarterly
Summary Reports aré required. -

EPA is required by TSCA section
4(b)(1)(C] to specify the time pe.icd
during which persons subject to a tess
rule must submit test data. In.
determining deadlines for submission of-
Final Reports.for each type of test, EPA
has considered and allawed an amount
of time it believes is reasonable foara
-number of factors that affect the time

In the first pmposedsectxd&“est rule  period needed for satisfactory festing.

18,1980 {45 FR 43510), EPA proposed.

" requiring Study Plans for all Tests'

required under any section 4 test rle-

days-before initiation-of the test; while:
short-term test
be submitted'by the date of test

initiation. The rationale behind these

proposed requirenirents was provided i n

the first test rule and will therefore not
berepeated here; An analysis of the
‘commments received on these proposed
requirements will be provided inr the”

preamble to the final rule based on the -

July 18; 1980 proposal which should-be
promulgated in the fall of 1981. Any

changes made as g result of those

- published in the Fedetal Register.of July ~ These factors include coordination -

among persona subjest o the rule to
permit agreement on joint testing

. programs, development of Study Plans,

. andafsol’nteermtedySmmaq - set-up and execution of required tests,.

- Reports for all Tong-term tests: EPA also analysxs of test results, and preparation
proposed in-the first rule that long-term - - of Final Reperts. The proposed time - -

- test Study Plans must be snbmitted 90 - ffame for-these factors as they relate-to

tests proposed in this rule o siroctural |

S!udyphmonlyneedfv ‘eratogenicity, reproduction. and -

subchronic effects are detailed in the
posed section 4 test rule ’

" published i the Federal Register of July

18; 1980 (45 FR 48510} An analysis of
" comments.received on the first proposed

rule will be pravided in the preamble to -

the final rule based on the July 18, 1980
pmposal which should be promulgated
in the fail of 1981

'Using the same approach ad was used
in the July 18, 1980, proposal,.the: .

N At I, Akt s s &

o AR 1y s st 4
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"bird reproduction test and the plant
_uptake/translocation test, which are”
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proposed l"inhl Report deadline for
subchronic cardiovascular testing (23

.months after the effective date of this

rule) has been determined in Table 1 by
adding the time estimated to accomplish
each of the tasks listed above. o

Table 1.~7ims frame for subchronic
cardiovascular testing (monthsy

|
i

3. 90-day pre-test i g requi

S. Analysis of test resuits, preparation of fina
report. . g

8. Final report - -
! Study Pien preparation: The time period aliotted

Ptan preparation is indicated below and is designed "

the activities pr o of the
2 Time pericde roflect time to perform three

sccordance with the mexmum number of repetitions i
EPA’s tast rule.

T

i

Study Pfan Time-Frame (moaths):
‘ ACHvit c Thive
1. Adquisiton and acciimation of teet animale... 1

2 O« of 1

3. Control catheterization for sach dog following-
wwihp_hw-'

Ej

4. Detarmination: of apinepivine - doses in. each
dog for the cardiac sensitization portion of the

Total. 4

“For all other tests EPA proposes that a
Final Report deadline of 12 months from
the effective date of the Final Rulé is-
reasonable with the exception of the

allowed 15 months each. These -
proposals are based on the fact that _
each test, except bird reproduction and
plant uptake/translocation, has a .
comparable pr shorter test performance
time period tHan the 90-day subchronic

- Agency seeks
- there ‘are available data or exposure to

VL. General Issues for Public Comment ]

_The.public is encouraged to submit
comments on various matters discussed
in the preamble and accompanying-

" support docimments In addition, EPA

spetifically requests comments on the
‘issues relating to specific chemicals
highlighted at the end of each chemical
specific section and the general issues
discussed below.

1. Should section 4(a)(1)(B) findings be
made on a case-by-base basis or should"
criteria be developed for substantial

production/release and exposure? If so,
_-what criteria should be recommended?

EPA has chosen to make section

: 4(a)(1)(B) findings on a case-by-case

basis in this rule rather than define
criteria for substantial production,
substantial release and substantial or
significant h P The Agency
believes that it does not have the
experience at this time to establish such

criteria. If specific criteria are desirable -

for future test rules, EPA would
appreciate specific recommendations
and why they are appropriate. -

2. Are the effects of concern identified

-by EPA appropriata for the chemicals in

this rulemaking? .

In L.C. of this preamble EPA identified
certain Lealth effects for
dichloromethane and 1,1,1-
trichloroethane and environmental
effects for all three chemicals contained.
in this rule on the basis of exposure
characteristics for the purposes of
determining the adequacy of information
under a section 4(a)(1)(B) finding. The
comment on whether

reasonably determine or predict the - .
effects of chemicals in some or all of the
identified areas-of concern or if

- additional areas of testing should be

considered by EPA.
" 3. Are the reporting deadlines
proposcd in today’s rule appropriate?

health effects test forwhich a Final ~ - i.equxs me;gr?g?:::ﬂmwc :

Report deadline of 12 months was ” cardiovascular test, dermal sensitizatio
d in the first rule. When the ~ - O . , n

propose ; test, and various environmental effects

other activities, (i.e., coordination
among test sponsors, Study Plan
preparation, data analysis, and Final
Report preparation), were considered -

collectively, the time perind for each test

was determined to be comparable or

- shorter than the 90-day subchronic

health test. The Final Report deadline
for the bird reproduction test includes
an additional three months because the
test performance period lasts 5-6
months. The Final Repart deadline for
the plant uptake/translocation test also
includes an additional three months
because the test performance period
lasts 4-8 months,

(see V. of this preamble). Reporting
deadlines for other health effects were

proposed in the Federal Register-of July

18; 1980.(45 FR 48535).

VL Economic-Analysis of Propose& Rule>

To evaluate the potential economic -

+ impact of test rules, EPA has adopted a

2-gtage approach. All candidates for test
rules go through a Level I analysis; this
analysis consists of evaluating'each
chemical {or chemical group) on four
principal market characteristics: (1)
demand sensitivity, (2) cost
.characteristics, (3) industry structure,
and (4) market expectations. The results

of the Level I analysis (along with
consideration of the cest of the required’
tests) indicate whether the possibility of
a significant adverse economic impact

. exists. Where the indication is negative.

no further economic analysis is done for
that chemical substance or group.

‘However, for thuse.chemical substances

or groups where the Level I analysis
indicates a potential for significant
economic impact, a more comprehensive
and detailed analysis is conducted. Thig
Level IIanalysis attempts to predict:
more precisely the magnitude of the
expected impact. )

2 Cast of the Test Requirements for Nitro-
benzene, Dichloromethane, and 1,1,1-.

Trichloroethane .
" [Dottars in thousandsi
Compound T&':' costt

Ni $224-708.  $58.1-183.4
o : 238-744. -~ 61.3-192.8
1.1,1-Trichioroethane 88-292- 224. 788

. 125 percent cost of capital for 15 years.

A. Dichloromethane

The Level I analysis indicated that no
significant economic impact to "

‘dichloromethane producers would resuit

from the proposed test rule. A Level Il
analysis was unnecessary.
This conclusion is based on the

- following considerations: first, the

demand for dichloromethane in its
major markets appears to be relatively
insensitive (o changes in price.

- Furthermore, the market outlook for

dichloromethane is.quite optimistic. In
addition, the per-unit cost increase
atiributable to testing is very small, up
t0 0.03 cents per Ib., or 0.15 percent of

"the 1979 price (based on 1978 production’

of 633.2 million lbs.). Such small cost
increases could probably be passed on
by producers and none of the-producers
should be particularly impacted by the
increased cost. - - .

B. Nitrobenzene -

The Level I analysis indi;:ated. that the .

proposed test rule will not posé any -

". significarit economic impact on-

nitrobenzene manufacturers. A Level II
analysis was not-needed. Lo

This conclusion is based upon the -
following considerations: first, the
demand for nitrobénzene (and products
derived from nitrobenzenc) appears to .
be expanding and market prospects for
this compound seem quite good. Second,
a small number of lar%ergms produce:
nitrobenzene, and no is expected to
be placed at a comparative

‘ disadvantage due to testing costs. In
-addition, the per unit cost increase due
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to testing is extremely small, about .01
to .02 cents per pound or .03 percent to
.08 percent of the 1979 price (based on
1979 production-of 952.4 million Ibs.):

C. 1,1,1-Trichloroethane

Again, the Level [ analysis indicated
that the proposed test rule will not pose.
any significant economic impact on
1,1,1-trichloroethane producers. A Lev:

11 analysis was not needed. ny

The following factors contributed to -
this conclusion: first, the demand for

- 1.1,1-trichloroethane is expected to grow:

modestly but steadily. Second, the firms
producing 1:1,1-trichloroethane all have
a significant share of the market and
none are expected to be at a

" comparative disadvantage ir absorbing

costs. Finally, the per unit cost increase
due to testing is extremely small,
ranging-up to .01 cent per pound or 0.07
percent of the 1979 price (based on 1979
praduction of 718.3 million lbs.).

VIIL Availability of Test Facilities and
Persommel ’ -

' In addition to the requirements” >

. discussed previously, section 4(b)(1)
.requires EPA to consider “the

reasonably foreseeable availability of

. the facilities and personnel needed to- .

perform the testing proposed in this
rule.” The Agency believes that there
will be available resources to perform -
the required testing. EPA today proposes
testing for three single chemicals only
and anticipates that many
manufacturers and processors subject to.
the rule will elect to arrange for joint © ~

- testing or apply for an exemption

testing to minimize the mumber of tests
that will be performed. Furthermore, this
is only the second test rule proposed by

" to EPA officials who are directly
responsible for developing the rule and -

supporting analyses, EPA will hold a

public meeting on September 17, 1981 in -

Washington, D.C. An.opportunity for
presentation of oral comments is

* required by section 4(b)(5). This meeting

is scheduled aiter the deadline for
submission of written comments on the-

- proposed rule to allow EPA and the

public commentors to discuss issues
raised in written comments. Information
on the exact time and place of the
meeting is available from the Industry
Assistance Office. S :
Persons who wish to attend or present
comments at the meeting should call the-
OTS Industry Assistance Office.toll-free
number 800-424-3065 (in Washington,
D.C., 554-1404). While the meeting will
be open to the public, active
participation will be limited to those
persons who arranged to present _
comments and degignated EPA
participants. Persons who wish to attend
the meeting should call the Industry
Assistance Office before making travel
plans since the meeting will not be held
if members of the public do not wish to

- make oral comments.

The Agency will transcribe each
meeting and will include the written
transcripts in the public record. % -
Participants are invited, but not
required, to submit copies of their
statements prior to or on the day of the
meeting. All such. written materials will
become part of EPA’s record for this

EPA has established d.pu!':lic‘recordv

* for this rulemaking {decket mmber
- OPT5-47004) which is available for

inspection in the OPTS Reading Room

EPA; therefore, the cwmlative impact of
EPA actions would be expected to be .
small. Because this may not be the case -
after EPA promulgates several test rules,
EPA has initiated a study of the -
availability of test facilities for futare

section 4 test rules, )
IX. Environmental Impact Statement

EPA is not required to prepare .
environmental impact statements under
the National Environmental Policy Act

" (NEPA), 41 U.S.C. 4321 et seq. for test

rules, and has determined that voluntary
preparation of an environmental impact '

. statement is not appropriate for

regulations issued under section 4 of =
TSCA. See the preamble to the Agency's
rules for compliance with NEPA !
published in the Federal Registerof
November 6, 1979 (44 FR 64174). )

X. Public Meetings

if persons wish to present comments -~

and questions on these proposed rules

from 8:00 a.m. to 4:00 p.m. on working -

-days (Rm, E~107; 401 M St., SW.,

Washington, D.C. 20460}, This record
includes basic information considered
by the Agency indeveloping this
proposal. The Agency will supplement
the récord with additional information

as it is'received. The record includes the _

following information: .

(1) Federal Register notices pertaining

to this rale: i

(a) Notice of proposed rule on
nitrobenzene, dichloromethane and
1,1,1-trichloroethane; -

(b) Notices containing the ITC
designation of nitrobenzene,
dichloromethane and 1,1,1-
trichioroethane to-the Priorify List.

{c) Notices containing EPA’s proposed
health effects test standards and Good
Laboratory Practice Standards (44 FR
27334 and 44 FR 44054). ’

(d) Notice of proposed rule on
exemption policy and procedures.

(e) Notice containing the Notice of
Proposed rule on reimbursement policy
and procedures. - - )

(f) Notice containing EPA’s proposed
environmental effects test standards.

(g} Notice containing EPA's proposed
chemical fate test standards.

()} Notice of proposed rulemaking on
chloromethane and chlorinated
benzenes (45 FR'48524).

(2) Support documents:

{a) Dichloromethane Support
Document, :

(b} 1.1.1-Trichloroethane Support
Document. . i

(c) Nitrobenzene Support Document.

(d) Level I Economic Evaluation:

~ Dichloromethane.

(e} Level I Economic Evaluation: 1,1,2-
Trichloroethane. : :
{f) Level I Economic Evaluation:

- Nitrobenzene.

{3) Minutes of Informal Public
Participation Meetings. .

(4] Communications Before Proposal:

(a) Written: Public and Intra-agency . '
or Interagency Memoranda and
Comments. .

(b) Memoranda of telephone
conversations. . h .

(c) Meetings. - o
'_ (5) Public comments on the ITC
reports. . B

" (6) Reports—published and.

unpublished data. T
XL Classification of Rule .

Under Executive Order 12291, EPA
must judge whether a regulation is'

“Major* and therefore sabject to the

requirement of a Regulatory Inpact

- Analysis. The regulations for these three

chemical substances are not major-
because they do not meet any of the
criteria set-forth in section 1{b) of the-

- Order. First, the annual cost.of the
- testing prescribed for the three

chemicals is less than $1 million over
the testing and reimburserment period.
(Nitrobenzene: $58,000-182,000; 1.1.1-
Trichloroethane: $60,000-188,000; -
dichioromethane: $84,000~261,000.)° .
Second, because the cost of the required
testing will be distributed over very large -
quantities of production, the rules will
have only very minor effects (less than

0.1 percent a year)on producer’s cost or

user’s prices for each of the chemicals. -
Finally, taking into account the nature of
the market for these products, the low

" level of costs invelved, and the expected '

natare of the mechanisms for sharing the
costs-of the required testing; EPA .
concludes that there wiltbeno .
significant adverse economic effects of
any type as a result of this rule.

The regulation was submitted to the
Office of Management and Budget for
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B testing rules, if promuligated, will not

-these rules.

. business will be involved in\these

Federal ARegis_ter A Vol. 46, No. 108 | Friday, June 5, 1981 / Prbposed Rules

review as required by Executive Order

12291. Any comments from OMB to EPA,

and any EPA response to those

comments, are inciuded in the public
. record.

XIIL Regulatory Flexibility Act

=Under the Regulatory Flexibility Act
(RFA), (15 USC 801, Pub. L. 96-354, Sept.
19, 1980), EPA is certifying that these

have a significant impacton a
substantial aumber of small entities.
The test rules, if promulgated, may
impose some costs on manufacturers,
processors and users of the chemicals,
Manufacturers-(which, for the purposes
of this rule includes importers) and
processors of the chemicals will be.
subject to a requirement to either .
perform the required testing, or obtain
an exemption based on the fact that the
testing will be carried out by another -
‘person. Although EPA has not adopted a

" definition of small business for TSCA

section 4 purposes, EPA’s economic -
analysis has identified the

- manufacturers and importers of the

three chemicals and none of these firms -
could be considered a small business by -
any reasonable definition. All hava total
sales in excess of $100 million.

‘Thé Agency has not attemptad to
identify the large number of companies
which would be subject to these testing

. rules as “processors.” However, even -

assuming that a large number of these
processors are small businesses, EPA
has se:le];al bages for concluding that
none wi erience g significant
econnm!celnxxi’::l:t asa d.ltecxmmu.lt of

1. Small processors will not perform-
testing themselves,.or to participate in
organization of the testing effort. Based.
on comments from industry, EPA .
‘expects that, after this rule becomes
final, manufacturers-of the substance
{and perhaps major processors) n:illm
attempt to organize a testing co: um
to pay for the required testing. After a

suitable period, one or mors parties are =

expected to indicate to EPA that they - ~
_will take responsibility for developing
the required data. Because thereare .~ -
many large companies involved with- ‘-
each of these chemicals, both as
manufacturers and processors. there is .
no reason to anticipate that any small -

discussions.
2, Small processors.will experience
only very minor costs in securing

30315
section 4(c)]. EPA believes that the cost through the market, EPA’s Economic

of applying for an exemption would be
very small. Under the proposed
exemption policy published in the

" . Federal Register of July 18, 1980 (45 FR _

58512) the application would need to
.identify the applicant, the requirements
from which the applicant was seeking
an exemption, and citation of the study

“ or.studies upon which the exemption
" may be based. These minimal B

requirements may be reduced even
further in light of comments on the
propased exemption policy.

3. Small processors are unlikely to be
affected by reimbursement.
requirements. Any person who receives
an exemption would be subject toa -
statutory requirement [TSCA section
4(c)(3)] to provide a “fair and equitable
reimbursement” tn the person or persons *
who assumed prime responsibility for
testing. However, EPA believes that the
legal liability of small processors to
provide reimbursement is likely to

ina tltl tical one, be: e
existing voluntary testing groups often
waiva reimbursement from many small
manufacturers and most processars.
Therefore such processors will not.be
directly affected by the need to provide
reimbursement or by the administrative -
costs of participation in the -
reimbursement process. EPA’s proposed
reimbursement rules presume that only
manufacturers will contribute directly,
although they leave open the possibility

: that manufacturers will seek

contributions from some or all .

" . processors in particular situations. If

reimbursement is sought from .- -,
processors, the extent of the burden to-
be imposed on small businesses will
depend on EPA’s reimbursement

procedures, including reporting - . ,
- requirements for processors and the

formula for allocating testing costs-
between processors and manufacturers,

_and among praceasors. Howaver, sven

in these cases the impact on processors
would be softened by the TSCA
requirement that market share and
competitive position be.considered in
determining reimbursement. A more |

-detailed discussion of the impact of
. these features on smail businesses will

be found in EPA’s forthcoming proposed
rule for section 4 reimbursement. -
Processors of the chemicals which are

" not subject to reimbursement

requirements, and users of the .
chemicals, may experience an indirect
impact as a result of cost increasea

exemption from testing req; ts
Once these testing responsibilities are
accepted, persons not included in the
testing consortium (including any small
business) would be required to obtain
an exemption from testing (TSCA

imposed on manufacturers and other
persons who either pay for the testing

. initially or provide reimbursement to _

those who do. However, even if the

entire per-pound cost is.passed on

Evaluation shows that there would be
no significant impact. The estimated
percentage cost increase which may
result from these rules is a fraction of
one percent per chemical. -

XIV. Paperwork Reduction Act )

The Paperwork Reduction Act of 1980
(PRA) (44 U.S.C. 3501 et seq.) authorizes
the Director of the Office of
Management and Budget to review
certaininformation collection requests
by federal agencies. The test rules
proposed in this notice, if promulga ted,
could result in the submission of several
types of information related to the
required testing, including study plans -
for each test required, interim reports on
the status of certain tests as they are
heing ennducted, and final reports for all
tests by various manufacturers and
processors subject to the testing
requirement. For the reasons set out
below, however, EPA believes that the
test rules contained in this notice du aot -
constitute information collection
requests as defined in the PRA.

. On the basis of industry comments,
EPA believes that in most cases a single
consortium or person would step
forward to perform all the tests or one
particular test for d.chemical. If one-or
more persons accept responsibility for
the conduct of testing, under section 4(c)
of TSCA other manufacturers and
processors of the chemical may be
relieved from performance of testing by -
application to the Administrator
although they might bear sume
responsibility for the costs of testing.
Thus the requirements for submittal of a
study plan, interim reports, and a final
report for required tests do not appear to
constitute an “information collection

- request” under sections 3502(4) and (11)

of PRA, because they would not impose
identical reporting requirements on ten
or more persons. Even if soveral peraons
take responsibility for testing, the
reporting called for by these rules-
consists of information which ia
uniquely related to.the different tests
which are being required. . - -
EPA’s rules for submittal of exemption
applications under section 4(c) of TSCA
were proposed on July 18, 1980 (45 FR
48512), Section.770.405 and .408 of EPA’s
proposed rules set forth.the .

- requirements for filing and content of

exemption applications, Because these
rules were proposed before the effective
date of the PRA, they were not subiect

to that portion of the Act which requires.
that proposed rules containinga -
collection of information requirement be -
submitted to the Director of OMB. - :
Nevertheless, the actual exemption
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application process is triggered by the -
promulgation of test rules on particular
chemicals. In view of this, it is possible
that proposal of particular test rules’
may be viewed as the appropriate time
for OMB review of the information
collection aspects of exemption .
applications. However, EPA believes a
generic treatment t;f &h: ;!ipxlicabﬂity of
the requirements o to
exemptions is more appropriate. EPA
takes this position because the Agency
is considering suggestions for
modification of the exemption reporting
requirement contained in the July
proposal which, if accepted, would -
minimize the significance of this issue.
Comments received on that proposal. -
suggested that in certain circumstances
exemptions be granted automatically,
without the requirement for an
application. Because the issues relating
to exemption applications were fully
addressed in that earlier rulemaking,
EPAis uotrequesﬂngeomentonthe
subject in this notice.

Imposition of testing requirements
could eventuaﬂy trigger a requirement to
whns tbursemen m&n&
with & reim t
Comments from interested industries
cause EPA to believe that thiswill -
happen only rarely. EPA’s ptuposed
reporting requirements in
wx‘tih;e reunburst proceedings \nll be
addressed in a forthcoming notice.

Although this proposed rule does-not .
contain any information collection
requirement subject to the review and
clearance functions of the PRA, in the

course of reviewing these testing rules.

" and associated requirements such as
exemption rules, EPA will give full . -~
consideration to whethee the
information sought is necessary and will

* have practical utility to the Government.
In addition, if 8 determination is later
made that any of these are
subject to the PRA, EPA wiil ensure that
any information collection contained in
the final rule fully complies with the
applicable procedural requirementn.

Dated: May 29, 1961.
Anne M. Gorsuch,
Administrator:

Therefore; it is proposed that Chapter
I of 40 GFR Subpart B be-amended by _
adding §§ 773.1500, 773.3050 and
773.4400 to proposed Part 773 to read as
follows:

Subpart B—~Chemical Substances

§773.1500 Dichioromsthane.

(a) Identification of test substance. (1)
Dichloromethane (CAS 75-09-2, also
know as methylene chioride} shall be
tested in accordance with this Part.

(2) Dichloromethane of 99.95% purity
or greater and specific gravity of 1.320,
shall be used as the test substance in all
tests. The test substance shall ¢ mntam
no stabilizers.

(b} Persons required ta test. (1) All

k persons who manufacture, pmcess. or

intend to manufacture or pro
dlchlommthanefram(effecuve date of
this rale} to (five years form the date the-
last final report is due} shall conduct
tests and submit data as specified by

{2) Any person subject to the

requirements of this section may épply 4

to EPA for an exemption from testing
pursuant to Subpart E of Part 770.
(c) Health effects testing—{1) Acute

" effects-dermal sensitization—ii)

Reguired testing. (A} An acute derma.l
sensitization study shall be condu
on dichl: thane in dance thh
the fest standard in 772.112-28 of this- -
chapter.

(B) Theroute of administration shall )

"be intradermal injection. Appropriate

dilution must be done if excessive - -
irritation or ballooning of tissue occurs
using neat dichloromethane.

- (ii) Reporting requirements. (A] The
Study Plan shall be submitted no later
tha(g]tge ﬁuahon date of the test, i

o interim reports are reqmre
(C) The Final Report shall be
submitted to EPA no laterthan 12 ~
:luntlu aﬁet the effective date of this

2) Subchronic cardiovascular

" toxicity—{i) Study design. (A) Species

and agé. Testing munt be performed on
young adult dogs.- '

{B) Number and sex of animals. At
least three dogs must survive the test
period. Dogs of the same sex are
required.

(C) Exposure amcentmtzon level. The

: dogswzﬂbee:qmsedimtiaﬂytozsolzpm

dichloromethane in an inhalation
chamber. However, if repetition of the -
study is required based on a. .
determination described in paragraph
(c)(2)(iii) of this section, each repetition
shail use one-haif the- prenuus exposure

. concentration.

(D) Duration of testing. Ammalsmnst
be exposed to dichloromethane at least
7 hours per day, Sdaysperweekavera

00-day period.
(E} Controls. Each dog shall serve as

" ifs own control.

(ii) Study conduct. S!andards for the

" performance of a subchrenic inhalation

study can be obtained in § 772.112-33 of -
this chapter. Genersl laboratory practice
standards for health effects testing
published in section 772100-2 of this
chapter must be followed.

(A) General. Each dog must be
challenged with epmephrme

hydrochloride prior ta.the exposure ta
dichloromethane and once a month

‘thereafter during the 90 day test period.

This experiment must be carried out

-prior to the cardiac catheterization {or -

equivalent techmque for hemndynamm.
measurements) since it is important that
stress ta the animal be minimized during -
this procedure. The epinephrine should
be a d intravenously and only

- electmeard:ographxc (EKG) monitoring .

is required. Prior to dichloromethane
exposure, each dog shall be chailenged
with increasing doses of epinephrine to
establish a miniomm effective dose
which would give rise to ectopic beats
or more gserious arrythmias in the v
individual animals. EKG changes must
be recorded during each drug challenge.

‘I'h‘xis pmmomh mt:rh:fl:e repeated at 1. z
and 3 m osure
to dichioromethane. wmﬁxp

the new minimum effective dose at each
30-day time period, the starting dose for
epinephrine in the series of challenges
shall be1/5 of the previously
established minimum effective dase.
Increased doses of epinephrine should
be administered at 30 minute intervals .

- until a new minimum effective dose is
established.

(B) Observations. Animals must be
n mrvexll::;e for any l:Itax't
p ysinloml behavio changes .
uring inhalation expasure. :

(C] Catherte_rxzatmn. (1) The
procedure to be used for the
cardiotoxicity testing of
dichloromethane is right and left heart
catheterization in the unanesthetized
dog. Guidancs for the methodology can

_ be.obtained by modification of the

procedure of Will and Bisgard (1972).

Cardiac catheterizaton of -
unanesthetized large domestic animals. o
(Journak of Applied. Phynology. 33: 400~

401). Hawever, other established ’

fechniqnen using the vnanesthotized

are acceptable provided that the

technique allows for the accurate

measurement of the designated .

hemodynamic parameters. Several

techmiques are- in the

" literature which utilize indwelling s
- monitoring devices such as catheters -~ - ) -

and pressure transducers. These

procedures may lead to difficalty in =~
maintaining animal survival for the -

specified treatment period. However, if

a procedure is emplayed using

indwelling monitoring devices, a non-

halogenated anesthetic which has no

cardiac activity shall be used to- wm-y

out the surgical implantation of such

devices. In addition, an adequate

postoperative period shall be allowed - -
for recovery from the anesthesia since . i

Call hemodynamm measurements must be
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determined on tile unanesthetized -
animal. . )
{2) A control cardiac catheterization

4

{ shall be performed on each animal -

*  following a one week exposure to .
“wirculating air in an inhalation chamber
forr seven hours per day, five days per
week, Following the control period, each
dog’ shall be sed in an inhalation
cha:mber to an atmospheric
concentration of 250 ppm
dic’iloromethane. At the end of each 30
'day interval, a left and a right heart

catheterization shall be performed on - -

each animal. If a technique is employed
which necessitates a catheterization
priorto each data collection, a minimum
of a orie hour equilibration period is
required between the completion of
catheterization and the initiation of data
collection. In the event that indwelling

- devices are used in the study,a . -~
minimum of one hour equilibration .
period is also required for each dog after
it has been secured to the monitoring .
instrument(s). .

(D) Cardiovascular testing. (1) The
parameters which are to be measured in .
each animal during the control
catheterization and the catheterization
-performed at 30 day intervals diuring
exposure are as follows: atrial and
pulmonary capillary wedge pressures: -
ventricillar pressures; aortic and
pulmonary artery pressures: blood O,
saturations; the calculation of casdiac -
output (e.g., using the Fick Principle or
the Indicator Dilution Method) and
vascular resistance; the rate of rise of °
left ventricular pressure with time (LV -
dP/dt); electrucardiugram=-Standard
Lead II; heart rate; and determination of
dichloromethane content in the blood.

(2) A control carboxyhemoglobin

measurement must be made followed by

a measurement at two and four weeks.
after the start of exposure to _ ~
dichloromethane. If the two and four
week measurements do not differ
statistically from the control
measurement of each dog,
carboxyhemoglobin measurements may
be performed at one month intervals, '
thereafter. However, if the:

. carboxyhemoglobin levels recorded at-
the second and fourth weeks are
statistically differént from the control - -

.. measurements, carboxyhemoglobin

~.

analysis should then be performed at ..
two week intervals until the termination
of exposure. Procedures and literature

"~ references for carboxyhemoglobin .
analysiz of the blood can be obtained by
references to Curtius and Roth (1978,
Clinical biochemistry: principles‘and -
methods, Vol. II Berlin/New York:
Walter de Gruyter and Co.). -

(E) Body weights. Animals must be:

weighed at least weekly, At the end of

the 90-day experimental period the dogs
will be sacrificed for pathological
examination. .

(F) Handling of moribund and dead
animals. All moribund animals must be
sacrificed and undergo gross necropsy:
the designated tissues must be taken for
histopathology. Those animals found
dead during the courss-of the study must
undergo gross necropsy and the tissues
designated for histopathology must be
ﬁalvage;i if death occurred within 16

ours of necropsy.
(G) Pathology procedure—{(1) Gross
necropsy. The gross necropsy shall -
include an initial physical examination
of the external surfaces and all orifices
followed by an internal examination of
tissue and organs in situ. Speical ’
examination shall be mads and reported
- concerning th stutus of the pericardial
sac, any abnormalties of the pericardial
fluid, epicardial surface, coronary
arteries, myocardium, endocardium,
atria septa, valves, chordac tendinae,
and papillary muscles. The thickness of
the myocardium of the right and loft
ventricles shall be measured and
-~recorded. In addition, a detailed gross
examination shall be made-of any gross |
lesions, the lungs, kidneys, liver !

adrenals and aorta, B

The weight of the heart, lungs, liver,
and kidneys shall be recorded after
careful dissection and trimming.

(2) Histopathology examinations.

Histopathological examiniations are .

- required only when a significant change

is observed in one or more of the
following parameters after 90 days of
exposure: the minimum effective dose of
epinephrine which produced ectopic

* beats and/or more serious arrythmias,

electrocardiogram carboxyhemdglobin
levels in the blood, cardiae output, LV
dp/dt, and ventricular pressures. .
Following tissue fixation in an
appropriate fixative for the specific.
tissue(s), the following microscopic

- examination shall be made: ail gross

legions {with a margin of normal tissue);
heart (representative sections of the
atrium, right and left ventricles,

- including SA and AV nodal tissue, and--

. crogs sections of the right and left.

_ coronary, arteries}; lungs (representative-
sections from each lobe(s)); liver {two
lobes}; kidneys (representative sections

- from both kidneys to include cortex,
medulla, and renal pelvis); aorta’ :
{representative section from abdominal
aorta at iliac bifurcation and drch of -
aorta-at the origin the brachcocephalic
branches, left common carotid, and left
subclavian arteries. .

(iii) Data evaluation. Statistical
analysis on all measured hemodynamic

- parameters should be carried out using

an analysis appropriate to the repeated

~ reports, . .

-measures design of the study. Examples
of such analysis include analysis of
variance (or Friedman’s ranked sums)
and profile analysis; however; the
‘multipie paired t-test on control versus
dosed time periods or pairwise i
Hotelling’s T*using all parameters
*simuitaneously will be considered . .
acceptable. If, at the end of the 90 day
experimental period, exposure to 250
ppm dichloromethane does not result in
statistically significant alterations from
control in the e ogram and one
of the following parameters: ventricular
pressure, cardiac output and vascular
resistance, or LV dP/dt, then no
additional testing need be done.
Measnremend‘hy t of tb.eseh 1(:aram eters is
required by paragraph (c)(3)(ii)(D)(2). On
the other hand, if exposure to . -
dichloromethane does cause statistically
significant alterations from control in.
the electrocardiogram and one of the
following parameters: venticular
_pressure, cardiac output and vascular
‘resistnace, or LV dP/dt, then the 90 day
"subchronic study must be repeated two
~additional times unless a no observable
effectlevel is reached on the first -
repetition. Each repetition of the study
shall use one-half the previous expasure
concentration. S )

- (iv) Reporting Requirements. (A) A

study plan shall be submitted at least 99
days before the initiation of the study.
The following information shall be
included: identification of the sponsor
and the testing facility; qualifications

* and training of the perfonnel involved ~

with the study; a detailed study - .
protocol; and dates for initiation and
completion of major phases of the
subchronic study along with a schedule
for the submission of interim and final

(B) An interim summary report
containing a statistical analysis of all of
the test results and histopathology data
shall be submitted to EPA within 30
days of completion of each testing
sequence. S :

(C) The Final Report shall be -
submitted to EPA no later than 23

. months after the effective date of the

final test rule. This report shall include a
summary and analysis of all test results
including electrocardiograms,
hemodynamic parameters, biochemical .
tests, behavioral changes, and g
histopathology, from each testing
sequence as well as an overall
and interpretation of the data. In .
addition, verified copies of all raw data -
such as laboratory notebooks and EKG
recordings shall be submitted to the
Agency with the final report. -

(3) Reproductive effects—(i) Required
testing. (A) Testing for reproduictive

30317
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effects shall be perfbrmed in accordance
with the test-standard in § 772.116-3 of
 this chapter. '

(B) The route of administraion shall be v

"inhalation..

(ii) Reporting requirements. (A) The -
Study Plan shall be submitted to the
EPA at least 90-days prior to the start ot
testing. . .

(B) Interim Quarterly Summary
Reports shall be submitted to the EPA
during the test period.

(C) The Final Report shallbe
submitted to EPA no later than 30
months after the effective date of this
testrule. - : -

(d) Environmental effects and fate
testing—{(1) Aquatic vertebrates—
chronic toxicity—(i) Required testing.
Early life stage toxicity tests on the
fathead minnow (Pimephales promelas
Rafinesque), rainbow trout, {Salmo
gairdneri) and sheepshead minnow:
(Cyprinodon variegatus), shall be
performed in accordance with the test
standard in finsert CFR # when =~ -
available). T, . (A] The :

(ii) Reporting requirements; (A) The
Study Plan shall be submitted to the
EPA no later than the initiation date of
the test. ) T

(B) No interim reports are required.

(C) The Final Report shall be
submitted to the EPA no later than 12

. months after the effective date of this
mle.» . -z !

(2) Aquatic invertebradtes—chronic '

. taxicz'tyIf(i'] Rzlq;umd ctiestmg. Flow-
‘through life cycle toxicity tests en
" Daphnia magna or Daplinia pulex and:
on Mysidopsis bahia shall be perfarmed .
in accordance with the test standards in
[insert CFR # when available].

(ii) Repurting requirements. (A) The
Study Plan shall be submitted to the*
EPA no later than the initiation date of . .
the test. )

. (B) Na interim reports are required. -

(C)The Final Report shallbe - =
submitted to the EPA no later than 12
:x?nths after the effective date of this

e. - ~
(3) Birds——acute toxicity—{i) Required
testing. (A) Single oral dose acute- .
toxicity tests on two species of birds -
- shall be performed in accordance with .
the proposed FIFRA guidelines in
- § 183.71-1 of this chapter: ‘
" (B) An acute oral LDie mustbe
calculated or extrapolated in:addition to.
determination of an-LDs,. .

{ii) Reporting requirements. (A) The
Study Plan shall be submitted to the
EPA no later than the initiation date of
the test. S

(B) No interim reports-are required.

{C) The Final Report shall be
submitted to the EPA no later than 12

- lose more than 25 percent of the test
substance before the next replacement, . -

“ submitted no later than 12 months

- test standard in

:r:tlmths after the effective date of this

e, - . :

4) Birds—c!zmngr)' tgi,\lu.:ity—(g .
Regquired testing. (. reproduction
tests on two species of birds shall be -
performed in accordance with the test

‘standard in {insert CFR # when - -
- available].

(B) Dose level uﬁéﬁm must be as-
follows: _—
High Dose (ppm}—0.125 X LD; (in mg/
kg) obtained in single oral does acute
bird toxicity test .
Medium dose (ppm}—0.167 X high dose
Low dose (ppm)}—0.28 X high dose
(¢} The following special procedures -

" must be followed fot diet preparation.

(7) The time over which 25 percent
loss of test substance from the diet
occurs must be determined. The treated
diet offered to test birds must then bae
replaced at a frequency so that there
will not be more than a 25 percent

-- reduction from initial concentrations.

{2) To meet the above requirement, it

" is suggested that corn oil be used as a -

test substance carrier becausa it is likely

" to reduce loss from volatilization: Also,
care should be taken at the end of each . -
. day to ensure that birds do not have the

opportunity to eat treated diets that may

(i) Reporting requirements. (A) The

‘Study Plan shail be submitted to'the

EPA no later than the-initiation date of

. the test.

(B) No interim reports are reguired.
(C) The Final Report shall be -
submitted to the EPA no later than 15
:lolmt_ha after the effective date.of this
e A .
(8) Terrestrial plants—early seedling

 growth—{i) Required testing. (A} Early

seedling growth tests shall be performed
in accordance with the test standardin -
[insert CFR # when available].

(B) The teat shall be performed twice
for each species, once using the foliar
roujé of exposure and once using the

" nutrient medium as the route of -

exposure. _ '
. (ii) Reporting requirements. (A) The -
Study Plan shall be submitted to the .
EPA no later than the initiation date of
the test. : - .
_(B) No interim reports are required.
(C) The Final Report shall be
s after
the effective date of this rule. :
(8) Bioconcentration—plant uptake/
transiocation—{i) Required testing. (A)

" A plant uptake/transiocation test shall

be performed in accordance with the
[insert CFR # when
available] - g

(B) Testing is required on a minimum
of two species—the most sensitive

' _mirbane} shall be

monocot and the most sensitive dicot as _

‘determined in the early seedling growth

test required in paragraph (d)(5) of this
section. Testing of more species is
recommended but not required.

{c) The test shall be performed twice
for each species, once using the foliar
route of exposure and once using the
nutrient medium as the route of 3
exposure. ]

(ii) Reporting requirements. (A) The:
Study Plan shall be submitted to the °
EPA no later than the initiation date of -
the test. v o

(B) No interim reports are required.

(C) The Final Report shall be

. submitted no later than 15 months after

the effective date of this rule.

{7) Bioconcentration — aguatic
vertebrates—i) Required testing. A
bioconcentration test shall be performed
in accordance with the test standard in
{insert CFR: # when available].

(ii) Reporting requirements. (A) The
Study Plan shall be submitted to'the
EPA no later than the initiation date of
the test. - S o
- (B) No interim reports are required,

(C) The Final Report shallbe - _
submitted no later than 12 months after

.. the effective date of this rule. -

§773.3050 -~ Nitrobenzene.
() Identification of test substance. (1)

- Nitrobenzene (CAS No. 98-95-3, also °

known as nitrobenzol and oil of .
testing in accordance
with the Part. , : :
(2) Nitrobenzene of at least 93.9
percent purity shall be:used as the test
substance in all of these tests.
(b) Persons required to icst (1) All
persons who manufacture, process, or .

‘intend to manufacture or process

nitrobenzene from (effective date of the

;
7

rule) to (five years from the date the last °

final report is due) shall conduct tests

_and submit data as specified by this

Part.

(2) Any person subject to the
requirements of this section may apply
to EPA for an exemption from testing -

- pursuant to Subpart E of Part 770 of this

chapter.

- () Health effects te;tzhgb(‘i)

Reproductive effects—{i) Required
testing, (A) Testing for reproductive
effects on one rodent species shall be
performed in accordance with the test
standard § 772.116-3 of this chapter.

(B) The route of administration shall
be inhalation. . - <

(ii) Reporting requirements. (A) The

E Study Plan shall be submitted to the

EPA at least 90 days prior to the start of

i testing.

~—
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(B) Interim Quarterly Suhmary >

Reports shall be submitted to EPA
during the test period.

{C) The Final Report shail be
submitted to EPA no later than 30

' months after the effective date of this

e.
-(2) Structural teratogenic effecte—{i)

- Required testing. (A) A test for
_structural teratogenicity shall be

conducted on nitrobenzene in ,
accordance with the test standard in
§ 772.116-2 of this chepter. The rat and

" one other species shall be tested.

(B) The route of administration shall
be inhalation. -

. (ii) Aeporting requirements. (A) The
Study Plan shall be submitted to the
EPA no later than the initiation of the
testing. . o

{B) No interim summary reports are
require: -

?C) The Final Report shall be
submitted to EPA no later than 12
months after the effective date of this
rule. ’

(d) Environmental effects and fate -
testing—{1) Aquatic vetebrates—acute

- toxicity--(i) Required testing. A static- -

acute: toxicity test on the rainbow trout

- {Salmo gairdneri) shall be performed in

accordance with the tesat standard

(ii) Reporting requirements. (A) The-
Study Plan shall be submitted to the
EPA no later than the initiation date of-
the test. -~ o

(B} No interim reports. are required.

- {C) The Final Report shall be
submitted no later thans12 months after
the effective date of this rule.

v (2} Aquatic vertebrates—chronic
toxicity—{i) Required testing. {A) Early
life stage toxicity tests on the rainbow
trout (Salmo gairdnerr), fathead minnow
(Pimephales promelas Rafinesque) and
sheepshead minnow {Cyprinodon
variegatus), shall be preformed in-.
accordance with the test standard in”

- (insert CFR # when available).

- (ii) Reporting requirements. (A) The -
Study Plan shall be submitted to the
EPA no later than the initiation date of
the test. i _

(B) No interim reports are required.
_ (C) The Final Report shall be
submitted to EPA no later thamr 12
&onths after the effective date of this

e. - )
(3) Aquatic invertebrates-—chronic
toxicity—{i) Required testing. (A) A
stdtic renewal life cycle test on Daphnia
magna or Daphnia pulex and a flow-
through life cycle test on Mysidopsis
bahia shall be performed in accordance
with the test standard in (insert CFR #
when available).

- Required testing. (A) Bird reproduction

(ii) Reporting requirements. (A) The
Study Plan shall be submitted to the
EPATo later than the initiation date of
the test. ;

(B} No interim reports are required.

(C) The Final Report shall be
submitted to EPA no later than 12

. monthg after the effective date of thia. )
{4) Birds—acute toxicity—(i) Required

testing. (A} Single oral dose acute
toxicity tests on two species of birds ~

- shall be performed in accordance with .

the proposed FIFRA guidelines under
§ 163.71-1.of this chapter. .

(B} An acute oral LD, must be
calculated or extrapolated in addition to
determination of an LDse. :

(i) Reporting requirements. (A} The
Study Plan shall be submitted to the

_EPA no later than the initiation date of
the test, . .

(B) No interim reports are required.

(C) The Final Report shall be
submitied to EPA no later than 12-
manths after the effective date of this .
rule. . to

(5) Birds—chronic toxicity—{i)

tests on twa-species of birds shall be
f din d with the test

- . standard in (CFR # when available). -

(B) Dose level selection must be as
follows:

. High dose (.ppn'x]—-o.lzslx-LDu (inmg/

- kg) obtained in the single oral dose °
acute bird toxicity test

' Médium dose (ppm)=—0.167 X high dose

Low dose (ppm)—-0.028 X high dose

(ii) Reporting requirements. (A) The
Study Plan shall be submitted to the
EPA no later than the initiation date of
the test. ) C -

~ (B) No interim reports ars requiréd.'

(C) The Final Report shail be
submitted to the EPA no later than 15
months after the effective date of this
rule. :

(8) T trial ple —~sarly scedling
growth, seed germination/root

.elongation. (i} Required testing. (A) -
“ Early si C

y seedling growth and seed
germination/root-elongation tests shall
be performed in accordance with the
test standards in (insert CFR # when
available), - - . -

{B) The early seedling growth test - .
shall be performed twice for each °

" species, once using the foliar route of

exposure and once using the nutrient
medium as the route of exposure.

(ii) Reporting requirements. (A} The
Study Plan shall be submitted to EPA no

later than the initiation date of the test.

(B) No interim reports are required.

(C) The Final Report shall be . .

" submitted to EPA no later than 12

:S:ths after the effective date of this

(7) Bioconcentration—plant uptake/ -
transiocation—{i) Required testing. (A} .
A plant uptake/transiocation test shail
be performed in accordance with the

test standard in (insert CFR # when

available). :

(B) Testing is required on a minimum
of two species—the most sensitive
monocot and the most sensitive dicot as
determined in the early seedling growth
‘test required in paragraph (d)(7) of this
section.

(C) The test shall be performed twice
for each species, once using the foliar
route of exposure and once using the
nutrient medium as the route of -
exposure. : o

(il) Reporting requirements. (A} The
Study Plan shall be submitted to the
EPA no later than the initiation date of"
the test. - : L

(B) No interim reports are required. -

{C) The Final Report shall be -
submitted no later than 15 months after

 the effective date of this rule.

(8) Soil adsorption—{i} Required
tosting. (A) Testing for soil adsorption
shall be conducted in accordance with
the test standard in § 772.122-5 of this
chapter. - o

(B) At least one soil from each of the -
following soil orders must be used in the
soil thin-layer chromatography test
method: Alfisol, Inceptisol, Mollisol, and
Vetisol. Each soil must have: an organic
matter content between one and four
percent; a pH between five and seven;
and a cation-exchange capacity between
7 and 25 meg/100g. At least one soil
must have Kaolinite as its dominant clay
mincral; in addition, the other suils must
have illite or montmorillonite as the

- dominant clay mineral. Also, at least

one soil must have a redox potential

. more negative than —185mV,

(il) Reporting requirements. (A) The
Study Plan shall be submitted to the

- EPA no later than the initiation date of '

‘testing. ,
(B} No interim reports-are required.
(C) The Final Report shall be '

“submitted to EPA no later than 12

:;lmths after the effective date of this
e. : -

§773.4400 1,1,1-Trichloroethane.

(a) Identification of test substance.

(1) 1,1.1-Trichloroethane (CAS NO.
71-55-8, also known as methyl )
chloroform) shall be tested in
accordance with this Part.
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(2) 1:1.1-Trichlorcethane stabilized
with 0.5 percent butylene oxide shall be
used as the test substance in all tests.

(b) Persons required to test. (1) All

- persons who manufacture, process or

-—

intend to manufacture or process 1,1,1-
trichloroethane from (effective date of
the rule} to (5 years from the date the
last final report is due) shall conduct
tests and submit data as specified by
“this Part. '

(2) Any person subject to the
requirements of this Section may apply
to EPA for an exemption from testing
pursuant to Subpart E of Part 770.

(¢} Hecith effects testing—{1)
Structural teratogenic effects—i)
Required testing. (A) A test for
structural teratogenicity shall be -
performed in accordance with the test.
standards in § 772.116-2 of this chapter.

(B) The route of administration shall
be inhalation. o

(ii) Reporting requirements. (A). The
Study Plan shall be submitted to EPA no
later than the initiation date of the test.

(B) No interim reports are required. -

(C) The Final Report shall be
submitted to EPA no laterthan12 = _
months after the eifective date of this
rule.

(d) Environmental effects and fate
testing—{1) Aguatic vertebrates—acute
toxicity. (i) Required testing. (A) A flow-
through acute toxicity test on the
rainbow trout (Sa/me gairdneri) shall be
performed in accordance with the test
standard in [insert CFR # when

. available].

(ii) Reporting requirements. (A) The
Study Plan shall be submitted to the
EPA 7o later than the initiation date of
the test. _

(B) No interim reports are required.

(C) The Final Report shall be
submitted to the EPA no later than 12
months after the effective date of this
rule. - .
(2) Aquatic vertebrates—clhironic

' toxicity tests—{i) Required testing. (A)

Early life stage toxicity tests on the -
fathead minnow (Pimephales promelas
Rafineque), rainbow trout (Saimo
gairdneir), and sheepshead minnow
(Cyprinodon variegatus), shall be'_
performed in accordance with the test

¢

standard in [insert CFR# when
available]. . :

(i) Reporting requirements. (A} The
Study Plan shall be submitted to the
EPA no later than the initiation date of
the test. ’

" (B) No interim reports are required.

{C) The Final Report shall be
submitted to the EPA no later than 12
::lmths after the effective date of this -

e. o

(8)- Aguatic invertebratcs—chronic
toxicity—{i) Required testing. (A) Flow-
through life cycle tests on Dapfinia
magna or Daphnia pulex and on
Mysidopsis bahia shalil be performed in
accordance with the test standard in _
[insert CFR+# when available].

(i) Reporting requirements. (A) The
Study Plan shall be submitted to the
EPA no later than the initiation date of
the test. . =

(B) No interim reports are required.

(C) The Final Report shall be
submitted to the EPA no later than 12 .

"months after the effective date of this -

(4) Birds—chronic toxicity—{i)

_ Required testing. (A) Bird reproduction

tests.on two species of birds shall be
performed in accordance with the test
standard in {insert CFR# when
available].

(B) Dose level selection must be as
follows: - S

High dose (ppm}—0.125 X 250 (mg/kg)

Medium dose (ppm)}—0.167 X high dose _

Low dose (ppm)—0.028 X high dose

(C) Special procedures must be
followed for diet preparation:

(7) The time over which 25 percent
loss of test substance from the diet
vecurs must be determined. The treated-
diet offered to test birds must then be
replaced at a frequency so that there
will not be more than a 25 percent
reduction from initial concentrations.

{(2) To meet the above requirement, it

. is dnggested that corn oil be used as'a

test substance carrier because it is likely
to reduce loss from volatilization. Also,
care should be taken at the end of each
day to ensure that birds do not have the
opportunity to eat treated diets that lose
more than 25 percent of the test
substance before the next replacement.

(ii) Reporting requirements. (A) The
Study.Plan shall be submitted to the
EPA no later than the initiation date of
the test. :

(B} No interim reports are require:

" (C) The Final Report shall be

submitted to the EPA no later than 15

:ﬁmths after the effective date of this
e. .

_(5) Terrestrial plants—eariy seedling
growth, seed germination/root
elongation—{i) Required testing. {A)
Early seedling growth and seed

' germination/root elongation tests shall
. be performed in accordance with the -

test standards in [insert CFR #'s when
available]. : ]

(B) The early seedling growth test
shall be performed twice for each
species, one using the foliar route of
expusure and once using the nutrient
medium as the route of exposure.

(ii) Reporting requirements. (A) The
Study Plan shall be submitted to the
EPA no later tha the initiation date of
the test. .

(B) No interim reports are required..

(C) The Final Report shail be-
submitted no later than 12 months after
the effective date of this rule.

(8) Bioconcentration— plant uptake
and translocation—{i) Required testing,
(A) A plant uptake/translocation test

shall be performed in accordance with W

the test standard in [insert CFR# when
availabie]. Testing is required on a
minimum of two species—the most
sensitive monocot and the most sentitive
dicot as determined in the early seedling
growth test required in paragraph (d)(5)
of this section.

{B) The test shall be performed twice
for aach spacies, onca using the foliar
route of exposure and once using the
nutrient medium as the route of
exposure,

(ii) Reportin, uirements. (A) The
Study Plgxax shégﬂrgg submitted go {he-

- EPA no later than the initiation date of

the test. ] :
{B) No interim reports are required.
(C) The Final Report shall be
submitted no later than 15 months after
the effective date of this rule..
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